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venting and/or treating diseases such as pain. 



(57) Abstract: Carboxylic acid derivatives represented by the follow- 
ing general formula (I) and nontoxic salts thereof: (I) wherein R^ repre- 
sents COOH, COOR"^ (wherein R^ represents alkyl, etc.), etc.; A repre- 
sents alkylene, etc.; R^ represents alkyl, etc.; m is 0, etc.; B represents 
a benzene ring, etc.; Q represents an alkylene-Cyc 2 (wherein Cyc 2 
represents a heterocycle, etc.), an alkylene-o-benzene ring, etc.; D rep- 
resents O-alkylene, NHCO-alkylene, etc.; and R^ represents a benzene 
ring, a naphthalene ring, etc. Because of binding to PEG2 receptors, 
in particular, subtype EP3 and/or subtype EP4 and having antagonism, 
the compounds represented by the general formula (I) are useful in pre- 
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(^^iRMiCOOH. COOR" (RMiT/l^^/W^) ^ ; A^T/l' 

^ V > ^ ; R M-i T 7V ^ ;v # ; m I* 0 ^ ; B l:i ^ V-^^ V ^ ^ ; Q T 
/k=3S-l/^^-Cyc2 (Cyc2fi1i^^^) ^ T ^ U 1^ - O - 

Z^m^ : n it 1 ^ ; D no - T /I' ^ U . NHCO-T7VdrU:x# 
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5 m^^m 

(R^m A 



10 MMizm-r^o 



mmt\^x^^tix:iB^. mmum<ms 'i^'^im. mm<m. mitmom 

!5!JbT4-oafef),^n^tiEPi. EP2. EP3. EP4^W^:^^T^/^:g)[J.Upd 
20 Mediators Cell Signaling, 12, 379-391 ( 1995 ) ] o 

W^lffl^i3^3^bM^0l|DM. ^'giRlgf^Ms ACTHH^^ ik^MEmm 
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EP4§^#:^±TNF-a0^wM^ iL-1 om^mmi^m^LXh^^ 

5 JgirLf^ffl^^-r^^b-^Ji^ EP3*5J:t>V*fei*EP4^^#:cD^mbJ:iJ: 

^« (Stt^ mm. ^wjm. tm^^m) . td^v-t. 

)\ytymmi^. Tu;v^-^mm0i. mmm(Dm>(^(Dm^. mm,. mm. 

< b^^s mm i^mmmmm. ^m'\mm. mmmm. ^^^m. tui: 
10 mm^i^^vmmtiiif) . mmwm. mmmm. ^m. ±mm0mRm. ^ 

^mm. T;i/!y/N^ v-, itmm^. mm^ mm. mm . mm&. 

mm. Ms ^m. &m(DL^. mm. !km. x^n-r n^^jt. m 

m. mmm0i. m^mmmmn. wm^m. wmmm. ^bm^. 

^mmmm. '^'^i^mm. Bmmmmm. &^mm. xh^:^. m. 
15 ;c^#^s *t#i^w. sk^m. rn^rn. —m.mAitm'^. mmm. Ty^u—A. 

m. ^mmm. itm'\^m^. 'sm. m^(Dmm0i. v^-^^. rm. mm. 
20 x^tzitnmm mm.mm. mmo:^—-^^. m^mmmm. mr^m.mmm) . 

iS> {iil^'BWL -^lymm. HXD^m^. iiXD^U^. iiXD^m^ 

m. (ALs) . ^%\m.ih&. ^^:^-"!fv>mmm. ±0^=^^)^-^^—^ 

X. AIDS^) . T]yJV^— CrUJV^—m^m^i. TUJ\y^-m»0i. 

m. ■mm0i. mmm. ^mmm^. •r)wy;\-(^-. mmm. mm. 
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Tci^mm^mm) ^ mm. Jinmm^. j&Wii^. mm^±. mmm. mm. m 
mm. xhi/x. i^mmmm. m^i^mmmm^m. m^mm 

LX. 

10 (A) W099/47497-^B^?|ffl«lC}i^ — (A) 

O 

B*— U Z* 

O*; X^(±5~l 0M©#^^ z^T'U— ;K ^t^DTU— ;i/^^l3U ^ 
15 _Y-- (C (R^«") ,,-;Ri\ R ^ J:tJ^^R ^ ^{i7J<^M^^ ;\u^>m 

(B) WOOO/20371 -^B^|ffl«{::{is — (B) 

Al^"/^ (B) 
V ^Ar^*' 
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;1/^-;k fgi5T;i/=3r-;K CHFg. CFg. /nd^X /nd (C1~6) 
5 J±COOH. 7^h^^/~;K SO3H. EFD^-y-A^. CONHSOaR^^b^ 

■r:^^t>> :^mmi±. ( i ) ( i ) 



15 (^41, RHi-COOH^ -COOR\ -CHgOH^ -CONR^S02R\ 
-CONR''R\ -CH2NR^S02R^ -CHaNR^COR^^ -CH2N 
R^C0NR^S02R\ -CHgSOgNR^COR^^. -CHgOCONR^S 
02R^ T^h^^/— ;K 1,2, 4 5 1, 2, 
4-:4-^-y-S^ry— ;i'-5-^:^X 1, 2, 4-5^TS^TV^— ;i/-5-:r>s 

20 1, 3-^T'JVS^>-2 , 4-i?::r>. Sfeiil, 2, 3, 5 -:t^-^^T 

R^iic i~6r;i/=^;v^feji- (c i~4t;v=¥i^» -r". 

R"(±7K^*. C l~4T;^ri^Sy, -COOH. C l'-4 7';vr3arsyp?7;i/;if 
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R ^ ItyKmrn^^tdlt C 1 ~ 6 TJ\/^Jl^mt> 

R^i±, (i)c i~6t;i/^;k 

(u) l~5^0R^2^T•S^^^nTV^^^>ag.^^.^^itl«^CDC 3- 1 5 

(iii) l~5^CDR^m•r»^fe$^^Tl^^:^)>ag)§V^^«S^CDC3~l 5©# 

10 ^fe{±C2~6T;i/=3^— ;i'^^t)U 

(n) C 1 ~ 6 -rjV^JK 

(iv) -COR". 

15 (v) l~5M®R^2^t"Mil^nTl^^>&>fe^V^ii^|^cDC 3~1 5©#^s 
(vi) l~5^0R^2^1?S^^^ttTV^§^ab^V^^*^g^^©C 3~1 5CD# 

^m^^^^it^M(Dmmm. ^fe{±3~i 5m©#^. — 

R^°J±. (i)7K^M^ 

(ii) C 1~6T;WK 

(iii) l~5^i®R^2gT^i^^l^TV^;g)i^)^^^V^^i^«^^OC S--! 5 0# 
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(iv) l~5MOR'^ST•mi^^tLl:l^^^>25^V^^±^g^^cDC 3~ 1 5 

S C 2 ~ 6 t;!/^— U 

5 R^2j^^ (a) C 1 ~ 6 7';i/^;k (b) C 1 — 6 T;V3I^S^^ (c) C 1 ~ 6 

(d)7ND^>M-T, (e)CF3. (f)S^T^s (g)-hn, (h)7K^«^ 
(i)-COOR^\ (j)-NHCOR^\ (k)-S02R'\ (l)-NR^^R^\ (m) 

C l~4T;^^;^fe^v^^i;r^v^?M^^$nTv^^^^g):g)V^{±^M^^cDC 3 

~7CD#^^^^. (n)C l~4T;^^;^'^^V^{i::^^-^V-egf^^^^TV^^:b> 
10 ^^V^^i^g^^CD3-'7M®#^m^^^ ^feJd:(o)7jcMSx -COOR^\ 
-NHCOR^\ -SOgR'^ ^^V^^±-NR^^Rl«^3J:oT^^i^tbTV^^ 

c 1 ~ 4 t;!/^;]/^^^ 

R^ni7j<^ig^s c1'-4t;1/^;k :7rcri;K (Cl~4) 

15 R C 1 ~ 4 7^;^:^;!/ ^^t» bs 

R''*5J;t/R^^{«ti^MtebTs Tk^J^^. C1~4 7';1'^;K 
^nii:::;!/ (Cl~4) T;V=¥;i/^^t> U 

R^^iiC l~4T;v:^;i/^fei*7 3zn;i/<feSt)U 

20 (ii)c i — e:?^;!/:^^^. 

(iii) c 2 ~ 6 T;i/>ir - 1/ 

(iv) C 2~6T;i/^ril/>, 

(v) -0- (C l~3:F;i/:3rl/» ^ 

(vi) -s- (c i~3t;i/=^1/» ^ 

25 (vu)-NR2°- (C 1~3T;I/=¥1/» V 

(viii)-C0NR2i- (c l~3 7';i':3pl/» . 
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(ix) - (C 1~3T;1/^1/» -O- (C 1~3 7';1/=¥1/» ^ 

(x) - (c i~3T;v:3pv» -s- (c i~3t;i/^i/» . 

(xi) - (c i~3t;i/^1/» -nr2°- (c i~3t;i/^1/» . 

(xii) - (C l~3T;i/:^rl/» -C0NR2i_ (C 1-3 ^ 
5 (xm)-Cy c Is 

(xiv) - (C 1~4T;1/^1/» -Cycl. Sfefi 

(xv) -Cycl- (C l~4T;i/drl/» ^^JdU 

10 (a)C 1~6T;V^;K (b)C l~6T;i/n:3pS/, {c)^\Xi^>m^. (d)CH 
Fa. (e)CF3. (f)0CHF2s (g)0CF3. {h)7km.^ (i)t h'D:^^^ (C 

i~4) t;v^;k 

Rm7K^M^. c 1 ~ 4 7-;!/=^;^ -SO2 (ci~4) t;wk ^fef* 
c 2 ~ 5 u 
15 R^HfcK^M-^^fettC 1 ~4 U 

Cycl{iCl~6 T)V^;K C 1 ~ 6 C 1 ~ 6 T;!/:^-;!/^^:^-. 

c 2 - 6 ;k C2~6t;i/^-;k ^Nn>5f>M^s chf2> cf3> 

^ V^^i^g^® C 3 ~ 7 3 ~ 7 

20 

B^i*C3~l 2©^$)^V^^i-^CD^m:^. ^tcitS'^-l 2MCD#^$) 

R2{ic i~6t;i/=^;k c i~6T;i/3i:3p>y^ c i — 6 C2 

~6T;i/'5m;K C 2 ~ 6 ;k /ND'^^Vig^. CHFa. CF3. n 



7 



wo 03/016254 



PCT/JP02/08120 



- D - R ^ yi)5 - A - R H::^ b T B ^Jc::t;i/ b mX^O^mr^m-^t ^ 
5 QJ* 

(1) (i)- (C 1~4T;1/^1/>^ C2~47';i/'irr^l^>^fe{±C 2~4T 
;t/:3p-i/» -Cy c 2s 

(ii) - (C 1~4T;1/=^V» -Z-Cyc3. 

(iii) -NR2^R2^ -S (O) pR2^ >>Ty. -NR2^COR2\ -NR^^S 
10 OgR^^ :^3J;t/-NR23C0NR2^R2^>^)^^^^m^a^^J;o■rg^;^$nTV^ 

^ C 1 ~ 4 T;!^:^^;^ 

(iv) C l~4T;i'n:^Sy (Cl~4) T)Vzj^t^^ -NR^^COR^^ -CO 
R2\ -OSOaR^'s -NR2^S0 2R^\*5<fctf-NR23CONR24R2';i)^^ 

15 (v)i~5M0R^°T-Mi^$nT*5D. is^-o^o'^ibimom^m-rnoi 

(vi) l~5TOR^°TS^^nTV^^^a5^V^^*^g^^CDC8~l 5 

20 

(vu)-T-Cy c 5. 

(viii)-L-Cy c 6- Is -L- (C3~6 5>^Dr;i/^;i/) s -L-CH2 

- (C3~6S/^n7';i/^;i/) s -L- (c 2~4r;v=^i/» -Cy c 6- 

2:feJ:tF-L- (Cl~4r;i/:^^» q- C y c 6 - 3 *^e>Jgim^* (S 
25 Pfs C3~6S>^DT;V=3p;W±l--5fflCDR^°^::J:o•r^^^^nTV^^*^a5^ 
V^ttMM^^•t?25^o ) s 
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(2) (i):7a^y:^5y. 

(iii) tFD^s>' (ci~4) 

(iv) c i~4T;i/=i:3p-s>' (ci~4) t;i/=3p;k 

5 (v)- (c i~4t;i/=^1/» -o-^>i?;K ^feii 

(3) (i)C 2~6:F;i/>r-;K 

(ii) C 2 ~ 6 T';!/^— ;K 

(iii) l~3#IcD>'^D^>M^^-J:oTg^^^tbTV^SC 1^QT)\/^)K 

10 (v)^hn. 

(vi) -NR^^R^v 

(vii) -CONR^^R^\ 

(viii) -S (O) p- (Cl~4) T)V^-)]y^ 

(ix) -S (O) P-CHF2. 
15 (x)-S (O) p-NR^^R^\ 

(xi) -o- (C3~6) 

(xii) -0-CHF2. 

(xiii) C3~7S^^D b^ 

R22{±7j<*M^. ci~4t;1':^;k -SO2- (ci~4) 

20 C 2~5TS^;i/^^t»U 

R2^^*7Jc^M^^ C 1'-4 7';1/^;k 73iri;i/^fej±:7ai-;i/ (C 1 — 4) T 

R2^:feJ;t/R^'{i^tb^MtebT. 7jcmM^> C 1 ~ 4 P^;i/=3r;K Cyc4 
^fej* (C l~4T;V=3ev» -Cyc4^^t>U 
25 R^^JiC l~47';V^;V*fe?iCy c 4^^tDU 

R2^i*7j<^M^s C1~4T;V^;K -OR^^^feJiCyc 4 ^St)U 
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R^iic i~4t;v=3e^;k Cy c 4^feii- (C 1-4T;V:^1/» -Cy c 
4 b^ 

R2^(±7jC^M^s C1~4T;V=3p;k Cy c 4^fe{± (C 1~4T;1/^1x» 
- C y c 4 ^^t> U 
5 R3°{±C 1 ~ 8 -rjly^JW C 1 ~ 8 C 1 ~ 8 T;i/=^;i/^::t-. /ND 

y>M^s CFg. OCF3. SCF3. CHF2^ OCHFgN SCHF2. 7jc 
ixry. ^hD. -NR^^R^\ -CONR^^R'^ 3^t;i/^;K C2~ 

5Ti^;K tFD^as^s/ (ci~4) t;v^;k c i~4t;v=i:3{^$/ (ci~ 

4) T)\y^J\y. C AT)\/^)\y^:t (Cl~4) T;!/^;^^ - (Cl~4 
10 7*;i/^V» -CONR^^R^^ -SO2 (Cl~4) T;i/=3r;K -NR23C 
O- (Cl~4) t;1/=^;K -NR^^SOg- (Cl-4) T)V^)W 

;K v. 0 3 — 7 (DmM^mm. S ~ 7 - ( C 1 - 

4T)V^U» -NR^^R^\ -M- (C 3--7 O^m^mm) *fe{±-M- 

(3-7 m(Dmmm.mm) ^mt>L. 

T©(a)~(l)^::^■rS^3J:o■rM^^flTV^■r^& J:v^ : 

(a) C 1 ~ 6 T;1/^;K (b) C 2 ~ 6 T)]^^=-)K (c) C 2 ~ 6 t;1/=3s^— ;k (d) 

Cl~6T;Vn=3rS^> (e)C l~6T;Wvg^;^^ (f)/Nn^>M^> (g)CH 

F2. (h)CF3^ (i)-hD. (j)^>Ty. (k)7jc^S. (DT-^y ; 
20 M{i-o-> -s-s ci~4t;i/^i/x -o- (c i~4t;i/=^v» 
-s- (c i~4:p;i/:^ix» - (c i~47^;i'^u» -o-^ 

R^^^Dcfctj^'R'^ii^tU^tU^tebTs 7jC^Jg^^fe(±Cl~4:F;V:3p;v:^^^ 
25 Cy c 2Jil~5M®R3°{Cj:oTg*^^tlTVN^y?P$)§VNj*^g|^®C3 
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Zl±-0-. -S (O) p-s -NR22-> -NR^^CO-. -NR^^SO^-. 

(C 1~4T;1/^1/» -S (O) p- (C 1~4T;1/^1^» 
-O- (C2~4T;1'^1/'» -X -NR23C0- (c i~4t;v^i^». 
5 ^fei±-NR2^S O2- (C 1~4T;1/^Ix» ^^t)U 

C y c 3 {± 1 ~ 5 MO R J; o T gi^^ V^ ^ ^ {i^Si^® C 3 
-1 5©^:^s -^$)§V^^±H^^DJ^^s *fe{±3~l 5M<Z)#^> 

10 Cy c 4{±l~5'f@©R^°i-J;-:>Tg|^^ttTV^^>{)>ag)§V^{*^g|^0C3 
~1 2CD#^^^V^^i— ^fej±3~l 2M©#i^^b^V^^i-^ 
©iS^^^^fc b. 

Tl±-0-s -NR22-. -O- (C 1~4t;1/^1/» -S (O) p- 
(C 1~4T;V=^1/» *fei±-NR22- (C1~4T;V^I/» -^^ 
15 t)U 

C y c 5 1 -SMcDR^n^ J;oTW;^$n■rv^§}^)^ag.^V^^i^M^0 3 ~ 

L O - ^ - N R23- U 
20 Cy c 6 - li*^i^^-r l^J'>!.±®R^°-eS^^tVTV^^73l^;l/^fe^*^>'S^ 

cy c 6-2»s l~5^la©R'°^z:cJ;oTam^tbTv^^>^)^ab^v^{±^a^$L(D 

C 3 ~ 6 b^ 

Cy c 6-3{±. l~5M®R'°^-«totg^^^tlTV^:S:^>^^^V^^*^gii® 
25 C 7 ~ 1 5 b. 

R^^*5<tt5R^^{±^ti^tb^ii3AbT. 7jc^M^s ci~4t;1'=¥;k 7 
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5 Dj±. (1) mmm^. mmm^. mmm^^'^^xv^mnm^ifi^mitti^m 
(2) mmm^s mmmi^:^^xmnm^ii'^mitMm'?3-- 

ffi^^ bT i> ^ im \^m^izmm bT § R^°i*. r ^ onm&x tb^R^t- 

R^>^)SM^bTV^§|^bM^^-Mi^bTV^-SRm. R«CDgmaT'$.:SR^2 
^-i^^^:feoT^ - (CH2) y-^mm.vx'h^\,\ 

R^°(±s (a)Cl~8T;i'^;K (b) C 2 ~ 8 T;!/^— ;K (c)C2~8T;1/^ 
20 (d):;t^Vs (e)/NDy Vj^^^ (f) C F 3s (g)7j<^^ (h)Cl~67^ 

;i/n:3riy^ (002 — 6 (j) C 2 ~ 6 T)V-^=~)Vir^%/^ (k) 

OCF3. (1)-S (O) p- (Cl~6) T;1/^;K (ni)-S (O) p- (C 
2 — 6) T;i/>ir-;K (n)-S (O) p- (C2~6) r;V^-;K (o)C2~ 
Sre^-M (p)Cyc9. (q)Cl~4T;Vrrdps^ (CI — 4) 
25 (r)>'ND>5f>M^s CF3. OCF3. ^^TJ^ Cl~4T;i/n:3siS/, 

-S (O) p- ( C 1 ~ 6 ) Cyc9. *5J;t>'Cl-4T;i/3i:3psy 
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(c 1-4) ^)vn^-yifi^mltM&lt.r:lit2m'^mm^nx\^^:6Cl 

~ 8 T;WK C 2 ~ 8 T)V^-JV^tcl± 0 2 — 8 TJV^—JV^mit>1rti\ 

2m<DR^i±^n^i!fi^^]^x\^^^mmM(Dm'?'h~m^tj^^x. c 3~ 1 5 
ommm^miiDV. ^rc:m^mm:^^xrmmMi±c i^4t)v:^jk ci- 

cttF^jin;!/ (ci~4) T;v^;vii>^mitti^Ml'^3mxmM^tiX\^> 
10 -t*)J;v\ 

^ {± 3 ~ 6 M ® 

Rmc i~4t;i/^;k c i~4T;i/r3drS^^ c 1 ~ 4 T;^=^;^^;r^ ci 

~4T;i/3i:3pS>' (Cl~4) TJ]y^;K /^D'^>M^^ CF3> OCFg^ S 
15 CF3^ 7jC^^ 5}^;1/^;K C2~5 7'5^;K -SO2- (Cl~4) 

t;v=^;k -nr^^co- (ci~4) t;i/=^;k ^>W;i/^;fe(*;r=^v§ 
R3{*. (1) ci~6t;wk 

(2) l~5^©R^2-t?«f^^tlTV^^^^$.^V^^«g^^^DC3~l 5 

R^2{^. (a)C l~67';i/:3p;K (b) CI ~ 6 T;i/r3:3ri^s (c)C1~6T;1'^ 
(d)7AD^>M^^ (e)^^^^^ (f)CF3s (g)CHF2^ (h)0CF3. 
(i)0CHF2^ (j)SCF3. (k)-NR^^R^\ (D-SOgR^'. (m)-NR^« 
25 COR^\ (n)7m^ (o):t^V. (p) CI ~ 4 T;Vn:3p.> (Cl~4) 

(q)CyclO. (r)C l~6T;i/:3rl/>-Cy cl 0. (s)-CO-C 
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yclO. (t)-W-CyclO. (u)- ( C 1 ~ 6 7';V=^l/ » -W-Cy 
clO. (v)-W- (C l~6 7';i/=3pi/» -CyclO. ^Tcltiw)- (C 
1~6T;1/^1/» -W- (C l-^BTJl^Uy) -Cy c l o^mt)h. 

5 b^ 

R^^{i c 1 ~ 4 bs 

Cy c 1 0J±JL:;T®(a)~(j)l3^^gJ«/b^^?l«'n^ l~5j|ICDS-^gf^ 
10 ^;^^TV^TV^§^. VAji^gl^CD C 3 ~ 1 2 b < t^Zl^CDj^^ 

^ feii 3 - 1 2 Mo-^*) b < i±=-m(Dm.mm^mtD b : 

(a)C 1~4t;V^;K (b)C 2~5 (c)Cl~4T;Vn:3ri^. (d)7N 

D^>M-?. (e)7jcm»s (f)-hn. (g)5>7'y. (h)T^>. (i)CF3^ (j) 
OCFas 

15 Wi*-0-^ -S (O) p-SfeJ±-NR^«-^^t>U 

Rm7j<^M^^feiiCl~4T;i/^;i/^^t>-ro ) T^$ti§:^;i'^">^M 
^^b^ ^tdlt^ti^ (DWrnmiMi. 

(2) ^ti^CD^BT^^. :feJ:t5 

(3) ^tb^^^^^^^bT-^^-r^^^Jt^Ht-^o 

20 

*^H^^3:^5V^T^ CI ~ 6 t;!/:^?.;^^: bT{±^5^;K rDtf;K 
*^0^^^j^v^T. CI ~ 8 bTJd:p<5^;K j^5^;k tf;K 
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::/5^;k ^^$^;k ^y^JK :t^'^Jv:^XXJ^^:fi^0mm^M 

:$:^0^{c^5v^T^ c 2 ~ 6 bT{i^^— ;k rDi:^r=.;K -y 

10 :$:^B^{3:^3V^T^ C 2 ~ 8 T;^^— bT{±^5=-— ;K 7°Dl:fri;K 7* 

*^0J{^:feV^T^ C 3~6T;i/^^;i/^bT{*7°ntrr:;K :7-5^— ;k ^ 
15 *^0^^:I*?V^T^ C l~4T;V=i=¥S>'^bTi*^ h=3p$^^ J^h^pS^'s :7°D 

20 *^0^t43V^T^ Cl~8:F;i/3:3psy^bT{d;p« h=3ri/. J^h^S^'. 

^>'^;i/;^=3p^, ^^SyJV:t^iy^ ^y^)V:t^^^ :t 

*^0^^c:43V^T. Cl~4T;^=^;l/^:tilbT^ip<^;^5^^^ 
25 *B0a^c::}3v^Ts c 1 ~ 6 bT}±^^;v^:r^ 
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y°U\f)V^:t. y9-JV^:t. ^>^;V^:ts ^^->JV9-:t^ ^y^J]/^:^^ 
*^HJ^3:feV^T. t FD:^-> (C1~4) UTJit Kn^^^^pi 

15 2^^H^^34^v^T^ c i~4T;i/dr;P5^;^ (01 — 4) T;l/^;l/hbT^±^ 

20 *^g8i3:feV^T. Cl~4T;i/n:3p2/ (Cl~4) T;i/:=idrS/i: 

^J;liS^ h=^S^^ h=^$/^ ^ ^ h^^pj^rrn^^'^^pe/, b^r 
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^^m-t^=^^vy^ hup<5^i/>'s ^h^p<^i/>. ^v^pi^ixx ^ 

-^^^-r^J^^l^V^ hU^5^l/>. 7^h^p<5^1/X ^>^p<5^1/>^ ^ 
15 ybs^J:f^tb^o 

20 S/'^^u^>^x s^^n^^-y-x s/^D^>^x S/^p^^^-tev^ ^> 

t^^uy^^>^ sy^D^>^5'>^ ^yi^D^:3p-y->^ sy^'D^^T^X Sx^n 
25 3|s:^B.i(3j3V^T^ 3 ~ 6 MCD-^^^^^^}± 1 -4^©^^^^^ im<D 
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-r^>. THf^S^X :t^-k^>^ =f-:x.^y^ tfDUS^>> tfnU>s ^ 

^S^>. b°^^i:^>, ^;1/j1^';>> u >^ 

\± 2 M-^^-r ^ 3 ~ 7 M ^ }^ ^ > >^}Lm^ b tuIB 
10 ^i:bTi±^ mX.\-£^ Ti^Ui^X T-lf5^^>. l^DUi^>^ -r^^VU5^ 

20 4^ U >^ >^ > K i; >^ v-f > F U S^b Fd^>V^7 

i^'b Fn-f v^>^/7^X 5^b Fd^>V^ 5^:^:7 3^ :^b h'n-f 
V^^^/^^;^:^^^^ S^b KD^y^V— ;k 7^ h^b Fn^y U >s h 
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^ u >s -r ^ u >s ^/ u X ^ \/ u X If D— ;k 

10 S/'^n^>^>s s^^^n^^t^Vx sy^D^rr^v^ S/^d^>7^>^ 
US^X tf^^^^>s ^;V/j^U>s U >^ 5^;?)-tf^>^ 
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*^BJ^C*5V^T^ C 3 ~ 1 2 CD#^$>^ ^©j^^^h^^. C 3 - 1 

15 i^^j7D:7°n/-^>^ s^^n:r^>s S/'^D^>i57>^ ^y^n-^^^p-y-^^ 5^ 
^^D^^'^y^ e/^D^>'7^>^ $^^n^^-fex s^^D^:7°^x 

>s -r>7^*>^ :^7^1/>s -r>^'>> =tY'7)\^ YUiry^\y:y^ TXU 

20 O^^Jg^^ l~2fi0^M^*5<tt;^^X^feJ*lMCDMMM^^^*1-^ 
m^lS.. Ti^US^>^ 5^-f^>x T-if5^S^>s :r^-l2i5^>. 5^ 

UTV— ;k •T^h^v*— ;k trui^^. b'U^^^>^ t°^>;s^>. 
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tf^^s^x ^;i/7fcU>x 5=-;^^;i/5j^ U >x tr^>^ T-ift:>s 

^ o 

^^u^>y=->^ sy^n^^-fe>^ ^y^D^^'^v^ ^>4f>s -TV 
15 *^0^^3:^5V^Ts 3 ~ 1 5 — 1 

X lf^US^>s ti°^^S^>, ^;i//J^>;>s U h'^>, 
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10 (DtLXi±. m^l^-C (R^°) -G-. -C (R^°) ^-C (R^°) 

-CH=CH-. -C = C-. -G-C (R^°) ^-s -C (R^°) „-G-. - 
NHCO-. -NR^°-^CO-. -NHSO2-. -NR^°-^S02-. -CONH 
-CONR*°-^-. -SO2NH-. -SOgNR^"-^- ui±Os 1 

^fe{±2^^t)U Gl±-0-^ -S-. -SO-. -S02-^ -NH-. 

15 -NR^°-i-. -co-^^t)U R^°-^{±c i~8t;v^;k C2-'8t;1/ 
de-;K -s (o) p-ci~6t;v^;k -s (O) p-C2~6T;i/^- 

;K -S (0) p-C2~6T;i/:3p-;K C2~5T$^;K Cyc9. ^tci± 
7\U^ym^. CFg. OCFax 7jcm^ Cl~4T;i/=idrS^, -S (O) p 

- (Cl~6) T;1/=^;K Cy c 9^^J:tFC l~4T;i/r2:3po. (ci~4) 

-a■§^^TV^T J; < s ^fe^SM^Ji 1-1 2MCDR^°T•g|^^tUTV^T% J: 
25 V^^)0^LT^i^ -^J^i* 

- [C (R^°) J 3-^ - EC (R^°) J - CC (R^°) J 5-s - [C 
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(R^°) J 6-x -CH=CH-C (R^°) -CH=CH- [C (R^°) J 2 
-C (R^°) y-CH=CH-C (R^°) -C (R^°) u-CH = CH 
- [C (R^°) J 2-CH=CH-. -C = C-C (R*°) ^-^ -C = C 

- [C (R^°) J 2-. -C (R^°) u-C = C-C (R^°) -C (R^°) , 
5 -C = C-. - [C (R^°) J 2-C = C-. - [C (R^°) J 2-G-. 

- [C (R^°) J 3-G-. - CC (R^°) J 4-G-. - [C (R^°) J 5 
-G-. -G- [C (R^°) J 2-. -G- [C (R^°) J 3-. -G- [C 

(R'°) J 4-> -G- [C (R^) u] 6-^ -E-C (R^°) -E- [C 
(R^°) J 2-^ -E- [C (R^°) J 3-. -E- [C (R^°) J 4-^ -C 
10 (R4°) u-G-C (R^°) -C (R^°) u-E-C (R^°) -G-C 

(R^°) u-G-> -G- [C (R^°) J 2-G-. -G- [C (R^°) J 3- 
G-. -G- [C (R^°) u] 4-G-. -G-C (R^°) ^-E-. -G- [C 
(R^°) u3 2-E-. -G- [C (R^°) J 3-E-. -G-C (R^°) ^-E 
-C (R^°) -G- [C (R^°) J 2-E-C (R^) -G-C (R^°) ^ 
15 -CH=CH-. -G- [C (R^°) J 2-CH = CH-s 
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5 imm^mxi'Mm^mtD-ro ) t^mi-fi^Mo 

10 - [C (R^°) J - CC (R^°) J 8-. - [C (R^°) J - [C 
(R*°) u] -CH = CH- [C (R^°) J 5-. - [C (R^°) J 5 

-CH=CH-. -C = C- CC (R^°) J 5-^ - CC (R^°) J 5-C = C 
- [C (R^°) J - CC (R^°) J - CC (R^°) J 8 

-G-. - CC (R^°) J 9-G-. -G- CC (R^°) J e-. "G- CC 
15 (R^°) J 7-s -G- CC (R^°) J 8-^ -G- CC (R^°) J 9-. -E 

- CC (R^°) J 5-. -E- CC (R^°) J e-. -E- CC (R^°) J 7-. 
-E- CC (R^°) J 8-. -C (R^°) ,-G- CC (R^°) J 5-. - CC 

(R^°) J 6-G-C (R^°) -C (R^°) ,-E- CC (R^°) J 4-. 

- CC (R^°) J 4-E-C (R^°) -G- CC (R^°) J 6-G-. 
20 -G- CC (R^°) ^] e-G-. -G- CC (R^°) J 7-G-. -G- CC 

(R^) u] 8-G-. -G- CC (R^°) J 4-E-. -G- CC (R^°) J 5 
-E-. -G- CC (R^«) J 6-E-. -G- CC (R^°) J 7-E-. - 
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G- [C (R^°) J 3-E-C (R^°) -G- [C (R^°) J 4-E-C 
(R^°) 




(E. Z. h^>:x#:) . (R. 
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[I] n*n*:fei±2TafeDs 

Qt\ ( 1) (i)- (C l~4P^;^^l/>. C2~4T;i/>r-i/>^)feJiC2 
~47^;i/^^lx» -Cyc2s 

(ii) - (C l~4T;i/:3eix» -Z-Cyc3. 

(iii) -NR2<'R2^ -s (O) pR2\ i/^y. -NR^^COR2\ -NR^^S 
OgR^s, ^fe{i-NR2^C0NR2^R25^3J;o■t«m^:^^TV^^C l~4 7^;i/ 

(iv) C l~4T;i/=i^<y (Cl~4) T;^r3:^^Sy^ -NR23COR2\ -CO 

-0S02R2\ -NR23S02R2«:feJ:t5-NR2^CONR2^R2^;b^^3l 

(v) l~5fi^?)R^°TM^^^nT*5^)^ ti^-r:>^(Do% 1 ®CDR^°M-rj^© 1 

(vi) l~5McDR^°t?gi^^nTV>:5>?)^25:§)V>{i^gJ^CDC8~l 5(DWM. 

(vii) -T-Cy c 5. 

(viii) -L-Cy c 6- 1. -L- ( C 2 ~ 4 » -Cyc6-2^ 
}fe{*-L- (C l~4r;i'^l/» q-Cy c 6-3-eag)(P^ 

D*s, (1) ^^M^. ^^M^. ^^M?*5ctt5a^M^A^^^i*ti§M 

V ^ J: < . ^ r^mwm± i ~ 4 R^°-t!gi^$ n-c v^T 'fe < . 

26 



wo 03/016254 



PCT/JP02/08120 



(2) ^mm^?. mmm^s mmm^:^^xmmmi'iy^^mitmm^3-- 
5 R^^t-m^tj^^r- (CH2) y- m^p. yi±i--4^mt)iro ) ^mm 

(2) (O^oiy^^i/, 

10 (m)^ FD:3rS^ (c i~4) t;i/=^;k 

(iv) c i~4 7';i/rj:3j^$/ (ci~4) t;wk ^tzit 

(v) - (C 1~4:f;1/^1/» -o- (C1~4t;v^1/» -Cyc7-^ab 

R':&s^'^tTV^§M^F^-mi^bTV^^R^°{±. R^coUmM 
X:&^R''''t-miz-^^X- (CH2) y- (Stff. y{±l~4^St)-ro ) 

20 [m] n^l^fe^i2T»ab?3^ 

Q>^^^ (3) (i) C 2 ~ 6 t;!/^-;!/, 

(ii) c 2~6t;1':¥— ;k 

(iii) l~3^0^Nny>'M^J3cfcoTgm^tl.-tVN^C 1~6t;WK 

(iv) 5:/Ty^ 
25 (v)r:hn, 

(vi) -NR^3R3\ 

27 



wo 03/016254 



PCT/JP02/08120 



(vii) -CONR^^R^\ 

(viii) -s (o) p- (C2~4) t;i/=^^;k 

(ix) -S (O) p-CHF2^ 

(x) -S (O) p-NR^^R^\ 

5 (xi)-O- (C3~6) T;i/^n;K 

(xii) -0-CHF2s Sfeid: 

(xiii) c 3 ~ 7 ^ D T;i/:¥;i/T2g> D V 

Difis (1) mmm"?. mmm'3^:fB^xmnm^ti'^mitMm 

[IV] n>^)SO-e^&D^ 

15 ^^^TV^T^)J:<^ ^fe5^Mli{±l~4M©R*°TM^^^nTV^T%J;<. 

T%J:<. ^feBMIiJil — l 2M®R^°7!MJ^^tiTVAT%J:<. ^e^l^^g 
Mill's R^/bsM'a■bTV^^jl^^::gmbTV^^R^°^i;. R ^©MJ^STafe^ 
20 R^2^-i^t:i?feoT- (CHg) y- yi±l~4^at)-ro ) S?F^^ 

[V] n*50s l^fe{i2-efeDs 

Q^s. (1) (i)- (C1~4T;1/^1'>^ C2~4T;i/>ir~l/>Sfe(±C2 
-'4T;1/=3i^^1/» -Cyc2. 
25 (ii)- (C1~4t;1/:3|^1/» -Z-Cy c 3. 

(iii)-NR^^R^\ -S (O) pR2^ i/Ty^ -NR23COR2\ -NR^^S 
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(iv) C l~4T;i/=i:^i> (Cl~4) -NR2'C0R2\ -CO 
R2«, -OSOgR^^ -NR23S02R^°*5J:t>'-NR23CONR24R2^*^?)^g 

5 l-£ti:6^ 

(v) l-SiSOR^^traf^^tiT^^D^ /b^o^cD^t. l{iI©R'°(*ie^-r^cD 1 

m^^o^mimmi^xi.^^ c 3 ~ 7 ©^j^m^. 3 ~ e m©^^ 

(vu)-T-Cy c 5^ 

(viii)-L-Cy c 6- 1. -L- (C 2~4T;1/^1/» -Cyc6-2* 
fe{i-L- {Cl^AT}\y^\y» q-Cyc6-3. 
15 (2) (i)7rcy:^iy^ 

(iii) tKn:^S^ (Cl~4) 

(iv) C l~4T;i/rr:ar^ (Cl~4) T;i/dp;K 

(v) - (C 1~4T;1/^1^» -O- (C 1~4T;V:^1x» -Cyc7. ^ 
20 fefi 

(3) (i)C2~6T;i/'irn;K 

(ii) c 2~6 7';i':^— ;k 

(iii) l~3ffl©^^Dy>M^^c:j;oTg^^$nTV^^C 1~6t;I/^;K 

25 (v)nhn. 

(vi) -NR^^R3\ 
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(vn)-C0NR33R^. 

(viii) -S (O) p- (C2~4) T;i/=3pn;K 

(ix) -S (O) p-CHFg. 

(x) -S (O) p-NR^^R^\ 

5 (xi)-o- (C3~6) ;k 

(xu)-0-CHF2. ^fefi 

(xiii) C 3 ~ 7 ^ D T;V=3s^;H!$> (3 s 

Dds. (3) j^^M^s mmmi'. 

10 ^^T-V^T% J;<s^fe^^^{±l-'2 0ficDR4°T•g^^^tu•rv^T^J;<^ 

■Tr$.^R^^^— Mfc^feoT- (CH2) y-^mmhx%x\^Mh^mi^mf^ 

t&SB Cm] T«#^^tl^'fb^4's DAS-NR^°-2C0-*fe{*-N 
15 R^°-2CS- mr^. R^°-2J±Hs C 1 - 8 T;i'=3p;V^*t»^o ) T^D. ^ 
■C3Q;bn~3j|lICD/ND>i/^>iI^tJ:oTg|^^fuTV^;g)C l^QT)\y^)V^ 

s^T^^feJi— hnT-$>§^s A{±(i)#M-^s (ii)c i~6t;i/^1x>, (m) 

C 2~6T;i/>;ml/>^ (iv)C2~6T;V=^ni/>, (v)-0- (C1~3T 
s (vi)-S- (C l~3T;i/:arl/>) . (vii)-NR2°- (C 1~3 
20 T;i/=3pi/» , (viii)-C0NR2^- (Cl~3 7^;i/:3pi/» . (ix)- (CI 

~3t;v^1x» -o- (c i~3 7';i/=^v» . (x)- (c i~3:f;i/:3pi/ 

>) -S- (C l~3T;i/drl/>) , (xi)- (Cl~3T;i/=3rl/>) -NR^" 
- (C l~3P^;i/:^rlx» , (xii)- (C 1~3 7^;V^L/» -CONR^^- 
(C l~3T;i/:3p]/» ^ (xm)-Cy c 1. SfeJi(xv)-Cy c 1- (C 1 

25 '-4t;P'^i/» -e^^o 

^fes BUia [V] X<m^^fl^ih-^^^. D}i)^~-NR^°-2C0- (0 5-6 
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i-'6t;1'^;k i^ry hDT^$>^^. A{*(i)#^^. (ii)ci~ 

5 6t;1/^1^>. (iii)C 2~6T;P>5r- (iv)C 2~6:F;i/dpr:l/>, (v) 
-O- (C l~3 7^;i/^l/» s (vi)-S- (C l~3TA:3p]/» ^ (vii)- 
NR2°- (C 1~3t;1/:^]/»s (viii)-C0NR2^- (C 1 ~ 3 T;i/=3p 1/ » , 
(ix)- (C1^3T)]y^ly» -O- ( C 1 ~ 3 v » , (x)- (CI 

~3t;i/^1/» -s- (c 1 — 3 ^ (xi)- (ci~3t;v^ 
10 \y» -NR2°- (c i~3t;v^1/» . (xii)- ( C 1 ~ 3 t;!/^^^) 
-CONR^^- (C l~3T;i/=3pi/» , (xiii)-Cycl. *feJ*(xv)-C 
ycl- (C1~4t;1/^V» -e$)^o 

[I-l] ndsi*feJ±2-eabD> 
15 Q^s^ (1) (i)- (Cl~4T;i/=3pix>, C2-'4T;i/'Jr-ix>^:fe(iC2 
~4T;1/^-1/» -Cyc2^ 

(ii) - (Cl~4 7';i/=3pl/» -Z-Cyc3^ 

(iii) -NR^*R2^ -S (O) pR2^ S/T^s -NR2^COR2\ -NR^^S 
0 2R2\ ^fc{±-NR23CONR24R25i::j;^-^gf^^;jT^-^^^;g,C 1~4t;1/ 

20 ^JK 

(iv) C 1~4T;1/=i=3s^S^ (C1~4) T;i/r2ipi/, -NR2^C0R2\ -CO 

-OSOgR^^ -NR23S02R^^*5J:tF-NR2^CONR24R25^^^^ 

(v) l~5ffl©R^°T*gi^^tiT:feDs >b^c»^CD d t» liH® R3°{d;iej-r^CD 1 
25 ^i£m©{iS{::SmbTV^^C3~70#^^^^. ^fe{i3~6McD#3^ 
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(vi) l~5^CDR3°T•ei^^tlT^/^^A>$)^V^Mm^^OC8~l 5 

(vu)-T-Cy c 5. 
5 (viii)-L-Cy c 6- 1. -L- (C 2~4t;1/^1/'» -Cyc6-243 

J;t;<^-L- (c i~4t;i/=^1/» q-Cy c 6-3A^e>^^m^S-ta5D^ 
10 -^m. isxxf 

Cl-2] nASl*fe^i2T*$)^)^ 

Q:bs (1) (i)- (C l~4T;i/:3pl^>s C 2~4T;V^^^>^;fe{iC 2~ 
47';i/=^— ]/» -Cyc2^ 
(ii)- (C l~4T;i/:3pl^» -Z-Cyc3s 
15 (iii)-NR2^R2\ -S (O) pR2\ i^'T^s -NR^^COR^^ -NR^^S 
OgR^'s ^fe^±-NR2^C0NR^R2n3j;oTgi^^tL■rv^;g)Cl~4T;^ 

(iv) C 1~4T;1/=i^S^ (Cl~4) T;vn:3fiiy^ -NR2'C0R2\ -CO 
R2^ -OSOgR'^ -NR23S0 2R2843j;t^-NR2^CONR2^R25:?)^e>^^ 

20 i^tu^Ss 

(v) l~5M0R^°Tgil^nT:fe?)^ :;?)^-3^CDa*. lM©R'°M-r^CD 1 

^ilJ:i/.i51^®^4mJcgJ^ UT V^ ^ C 3 ~ 7 OM^M^mm. S {d: 3 ~ 6 M CD#^ 

(vi) l~5M0R^°-^gi^^l^TV^^y?)>^^V^^«gilCDC 8-1 5 
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(vii)-T-Cy c 5^ 

(vm)-L-Cy c 6- 1. -L- (C 2~4T;i/=3i^l^» -Cyc6-2* 
feJi-L- (C 1~4t;1/^1/» q-Cy c 6-3-t:fef^^ 

D*s^ (2) m.mm^. mmm^. mmm^^jiixj^^mmi^ti^^mitfi^m 

-f$)^R^^h— i^l:::feoT- (CHg) y- (^^^ yltl^4^mt>iro ) 
& JF$fil6 b T ^) J: V ^'^b'^tJ-r? ^ o 
10 :$:mMih-^^miD'r~m.^ ( I ) It's bv^ A ^ bTJ±> 

(ii) C l~4T;i/=3rl/>, 

(iii) C 2 ~ 4 1/ >^ 

(iv) 0 2 — 4 - ]y 

15 (v)-o- (ci~2t;v=^^» s 

(vi) -s- (ci~2t;v^i/>') ^ 

(vii) -NR2°- (C 1~2T;1/^1/» . 

(viii) -C0NR2^- (ci~2t;v:3pi/» ^ 

(ix) -CH2-0- (Cl~27';i/^b» . 
20 (x)-CH2-S- (C 1~2T;1/=^1/» ^ 

(xi) -CH2-NR2°- (C 1~2T;1/=¥1x» , 

(xii) -CH2-C0NR2i- (C 1~2T;1/:^1/» . 

(xiii) -Cycl^ 

(xiv) - (C 1~2t;1/=^V» -Cycl. :j3J:tf 

25 (xv)-Cycl - (C1~2T;1/^1/» t^mU^tl^o 

33 



wo 03/016254 



PCT/JP02/08120 



-O-CHg-s -O- (CHg) -CH2-O-CH2-. -S-CH2 

-S- (CH2) 2-N -CH2-S-CH2-> -NR2°-CH2-s -N 
R2°- (CH2) 2-> -CH2-NR2°-CH2-^ -CH2-:7:c-;k -C 
5 ONH-CH2-'ea5^o 

:$:^0m^t;^^t)-r-j^^ (I) $?^bl>B^{±. C3~12©# 

ViJ'X ^^u^^V>^ i/^u^y^:y^ S/^n^>^>^ s^^D^^-fe 

]^t2i-y^U>^ TXl/X TS^US^>s ;^^S^^>s g^-f^X T-lf 
::^^-fe^5^X tfDU^^X tfDU>> -f^^S^WX 

^\/— ;k t: ^ ;k h U t^/— ;k if V t> u ^ >^ t:^ 
if^Ui^^x tf^^s^x ^;i/5i^';x u X i^^x 5=-:^tr^ 

25 J v>m&m-f^ti^o 
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X i/^D^>^>^ ^^t2^^-^>^ -r>T^>^ 

e^i^D^^ap-y-V^ ^V-ifVs -f^^X ^-^X 5^h^ 

(1) (i)- (C l~4T;i/drl/>^feJ±C2~4T;i/>!7-^^» -Cyc2. 

(ii) - (C1~4t;1/^^» -Z-Cyc3. 

(iii) -NR2*R2^ -S (O) pR2^ i^T-y. -NR^^COR^^ -NR^^S 
OgR^^ ^fe^i-NR23C0NR24R2Hc:J;oTgm^tl-tV^^C 1~4t;1/ 

(iv) C l~4 7';i'n^5:/ (Cl~4) T;i/ndr$/, -NR^^COR^^, -CO 

-OSOaR^^ -NR^^SOgR^^^Scfct^-NR^^CONR^R^^d^^jl 

(vi) l~5M©R^°Tg^^^t^TV^^>{)=»ag)^V^^±«g^^CDC7~l 2(D#^. 

(vii) -T-Cy c 5s 

(viii) -L-Cy c 6-1. -L- (C3~6S/^DT;W1/) , -L-CH2 
- (C 3~6 5^^DT;V=3p;b) . -L- (C 2 ~4 T;i/=3rl/>) -Cyc6 
-2*5ckt>"-L- (C l~4P^;i/:3pi/» q_cy c 6 - 3 jb^^31«'tu^S. 
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(2) {i)ya^J:^iy 
im)\i]^U^-> (Cl~4) T;]y^M 

(iv) c i~4T;vn:3psx (ci~4) t;i/^;k ^tzl± 

(v) - (c i~4t;i/:3pv» -o-^>$^;k 

(3) (i)C 2~6T;P^ri;K 

(ii) C 2 ~ 6 

(iii) l~3^©7^Dy>M^^3J:oTgi^^nTV^^C i~6t;1'^;k 

(v) ::ihn, 

(vi) -NR33R^^ 

(vii) -CONR33R^\ 

(viii) - C y c 8 tmif^Mo 

$f * bV^Q4r^ C y c 2 J* 1 ~ 5ffi®R^°(c: cfcoTS^^^nTV^:S*^^5^V^ 

l~2fia0^^M-?*5J:t>V^fe{i IM^^MM^^-^*^^ 3~ 1 2M® 

i^-^vj^^^^^ i^^u^^^>^ i^^u^y^>^ i/^u^>^>^ t^i^ 
D^^^r-kX i/^n^r^^x ^>-ifX -r>7^*>s ±y^l/>^ -r>^>. 
7^h^^^-r Fn^:7^VX TXl/>^ TS^U^^>^ 9-4 
7'WS^>^ :^=3fl^2^>, 5=■J^^>^ IfnUS^X tfDU>s -r^^^/u>s 

^ 5 u X ^ ij X t: ^ U :7 ^ ^:ty:^>. if d 

— ;k ;k h u ;k y^h^ y — ;k if U >s h u ^ 

lf^:^>. tf^US^X lf^^S^>^ u >^ if^>. 
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^^^^ 5^^yi^us:^>s 'f>^^';>^ -fv-fyFUx i, 3-s^;t^-y- 

>^>'^ e^iJ^n^^-y-x ^^^D^:7°^x s^^n^>7^>^ t/i^n^^-^ 
X i^iJ^P^^^T^X -r>5=^>N ::^>^^$'l/X -r>^$^>. 

Yu±y^\y>^ TXU>. T^^UJ^X :^=3p^^X T-if 

r^^-fe^v, ^oi^x tfDUs^x ^D>;x -r5:i5^vux -r 

^^VUS^X l^^yux t°^VUX :7^>. 5^:^73^x Ifn— ;k 

if^i^x tf^us^x t^^^i^x ^;i/5^';x u X if^x 
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J: D^?*bV^cD^±s i^^uyu7^>^ i/'^'D^^-y->^ ±:7i$? 
;k tf';s?>. ifu^i^x -OF— 

^-r^>^ T-if^i^>^ 5^:3^^ >^ I^D>;s:^>n 

t:°u^>s ifU^i^Vs if^s^>s if^u^>. tr^^i^x ^;I/^u>^ 
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*^0m^tJ^^t>1--JlS^ (I) fp. ^^^bV^D^bT^i. (1) j^^ 

^tci^^mmmom^it. -ch^-. - (cb^) 2-. -ch=ch-. -c 

= C-. -0-. -NH-. -co-. -0-CH2-. -CH2-O-. - 
CONH-. -NHCO-. -NHS02-^ -N (CH3) -SOa-. -S 

mt^^t^^mmmom^it. - (chz) 3-s - (chs) 4-. - icu^) e 

- (CH2) 6-s -CH=CH-CH2-s -CH=CH- (CH2) 2 
-CH=CH- (CH2) 3-^ -C = C-CH2-. -C = C- (CH2) 2 
-C = C- (CH2) 3-x - (CH2) 2-O-. - (CH2) 3-O-. 
- (CH2) 4-O-. - (CH2) 5-O-. -O- (CH2) 2-. -o- (C 

H2) 3-^ -O- (CH2) 4-^ "Q- (CH2) 5 -O-CH2-CH 

(R^°) -O-CH2-CH (R^°) -CH2-^ -O-CH2-CH2- 
CH (R^°) -0-CH2-CH=CH-. -O- (CHg) 2-CH = C 
-NR^°-^- (CH2) 2-^ -NR^°-i- (CH2) 3-> -S- (CH2) 2 
-S- (CH2) 3-. -SO2- (CH2) 2-s -SO2- (CH2) 3 
-s -CH2-NHCO-. -NHCO-CH2-. -NR^°-^CO-CH2-. 
-NHCO-CHR^°-. -NHCO-C (R^") g-, -NHCO- (CH2) 2 
-> NHC0-CHR^°-CH2-s -NHCO- CHg-CHR^"-. -NH 
CO-CHR*°-CHR^°-. -C0NH-CH2-S - CONR^^-^-CHg-. 
-CONH-CHR^-s -CONH-C (R^) 2-. -CONH- (CHg) 2 

-C0NH-CHR^-CH2-. -CONH-CHR^°- (CHg) 2-s 
-C0NH-CH2-CHR^°-s -CONH-CH (R^°) -CH (R^^) 
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-NHSO2-CH2-. -NR^°-^S02-CH2-. -NHSO2-CH 
R^°-. -NHSO2-C (R^°) 2-. -NHSO2- (CH2) 2-^ NHS 
02-CHR^°-CH2-. -NHS02-CH2-CHR^°-. -NHSO^- 
CH (R^°) -CH (R*°) -SO2NH-CH2-. -S02NR^°-^-C 
-SO^NH-CHR^"-. -SO2NH-C (R^°) 2-. -SO2N 
H- (CH2) 2-, S0NH2-CHR^°-CH2-. -SO^NH-CHg- 
CHR^°-. -SO2NH-CH (R^°) -CH (R^°) -CH2-O-C 

H2-S -CH2-O- (CH2) 2-x - (CH2) 2-0-CH2-^ " (C 

H2) 2-0- (CH2) 2-. -O- (CH2) 2-O-. -O- (CH2) 3 
-0-. -O- (CH2) 4-O-. -O-CH2-CH (R4°) -CH2-O 
-^ -O-CH2-CO-. -0-CH2-NR^°-i-, -O- (CH2) 2-N 
R4o-i_^ -O- (CH2) 2-NR^°-^-CH2-s -O- (CH2) 3-NR^°-\ 
-O-CH2-CH2-NHCO-. -0-CH2-CH2-NR^°-^CO-. - 
O-CH2-CH (R^°) -NHCO-. -O-CH2-CH (R^°) -NR^-^ 
CO-. -O-CH2-CH2-NHSO2-. -0-CH2-CH2-NR^°-^ 
S02-S -O-CH2-CH (R^°) -NHS02-. -O-CH2-CH (R^°) 
-NR^°-^S02-. -O-CH2-CONH-. -0-CH2-C0NR^°-^ 
-O-CH2-CONH-CH2-. -O- (CH2) 2-CONH-CH2 
-0-CH2-C0NR^°-^-CHR^°-, - O- CHg-NH C O - CHg 
-s -O- (CH2) 2-NHCO-CH2-. -0-CH2-NR^^^C0-CH 
R^°-. 
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(3) mmm^. mmm^. mmm^:iBjixmmm^t^^mitti^m^7-- 
iomti'^^^mmm(Dm^it. - (CHa) 7-. - (cHg) a-. - (c 

5 H2) 9-. - (CH2) lo-^ -O- (CH2) -O- (CH2) 7-. 

-O- (CH2) 8-. -O- (CH2) 9-. -NR^°-^- (CH2) e-^ - 
NR^°-^- (CH2) 7-^ -S- (CH2) e-^ -S- (CH2) 7-^ "S 
O2- (CH2) 6-. -SO2- (CH2) 7-s -NHCO- (CH2) 5-. 
-NR^°-^CO- (CH2) 5-^ -CONH- (CH2) 6-> CO-NR^°-^ 

10 - (CH2) 6-^ -NHSO2- (CH2) 6-^ -NR^^^^SOg- (CHg) 5 
-SO2NH- (CH2) 5-^ -S02NR^°-^- (CH2) 5-. -0- 

(CH2) 5-0-s -O- (CH2) 6-0-. -O- (CH2) 5-NR^°-^-. 
-O- (CH2) 6-NR^°-^-. -O- (CH2) 4-NHC0-. -O- (C 
H2) 4-NR^°-'C0-. -O- (CH2) 4-CONH-. -O- (CH2) 4 
15 -CONR^°-^-^ - (CH2) 6-0-. - (CH2) 7-O-. - (CH2) 8 
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-0-. - (CH2) 9-0-. 




5 -(vy'^)V^ ^ h:^>>. 3^h^5>', rojlN-^^y, y'Y^t^. ^ h^$/p<^;K 
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KD:3p$/ai5^;K $^Tyji^;K ^5=-;i/X;i/7j>n;K S^^D 

:rDif;K s^'^n^^^f.^;^^ s>'^^D:7°n i^;1/p<5^;k ^^^d^^ 

^> R'©mf«-efe^R''^— ^iC^oT- (CH2) y-^^F^^I-^a?^^ 




*^Bm^ttJ. bV>R ^ h LXi±s ( 1 ) C 1 ~ 6 T;i/=3p;K ^tzi± 
(2) l~5fla0R^2-eg^^^n-rv^^;b^ag)^V^^±^g^toC3~l 2®#.^. 

fait (2) l~5ffiCDR42^•M^^^tbTV^;5:^)>$,;SV^^±^gm©S^^prD71 
>^ i/^uy'^l^^ i^^ti^>^>^ S^^n^^-y-X $^^n^r^>^ 
^n^>7^>^ i/i^D^^-feVv i>'^7D✓^^^^>^ -f>7=-'X :^ 
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;t^S^^>> ^^-f^X T'H^i^y^ :t^-fe^>s lfnUS^>> 
5 tfUS^Vs lfU^5^>s tf^S^X tf^US^Vs If^^i^X v^h5>thD 

^Dx'^. ^y>;>s -1'v=3E^yu>^ dr:^yu>s ^y^-y-ux 5^h^/N 

J:D^?^bv^cD^±. (1) rDi^;K -rvrDi^;K :r^;K -rv:r^;K 
15 ^>5^;i/$>^v^{±^=^s^;k (2) l~5f|^I®R^2^M^^^nTV^^^ 

ab^V^(«SJ;fe0i>'iJ7n^:3p-y-X ^>-ifX ±7^lx>. 5^h^/\-f h^D 

X ^;i'^UX ^>v*:7^x ^>V^5^::^:7 3iX > H~;K 
i^X 9, 1 O-i^^t FDT^ Ui^^^-e^-So 

mi 
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^\y-(>mM. ^:^>mM.-. ^mmmM.. ^i5^>^;i/4^>m^. 

20 -^fl^o 

(1) — (I) T-^^tb^<b^t/0at.^ R^ASCOOH^T-fe^-fb^s 
-r^:tD-e>-|S^ (la) 
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(lb) 



(1) T;v:t7';iP7j<^0. 

(2) m^^^Tiz:isi,f:6m.umRm. 

4^;i/A. s;'::r:3p-y->^ i^^j^^M T-v—jvm) ^mm (wm. h v 
mmm) %v<it^ti^ m%-^m im^y^m/mmm o ~ i o o -c® 

— Ji^y— . ^>-if>^ h;i/ai>^) ^ 
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(2) (lb) T'^^tV^-fb-^tJfi. (n-1) 




(n-1) 



-To ) -m^ (iii-i) 
10 H — A — COOR^^ (IIM) 

fc?±(ii)— (ii-i) T^^ti^fb^^. — jig^ (in-2) 

XZn ^A COOR"^^ (ni-2) 

(iii)— Ji^^ (II-2) 




01-2) 
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(iii) ©HjjS{*<&^nT»a5?5. ^j^j^s -1^^ (n-2) t^^y^^ \imMh<Dm. 

VNT. 0~5 COTfT^t^ti^o Sfe. (II-2) ^-Tn>^^©MJ^a*s 

^mm^ ( b° U tf's U > ^ffl V^T ^ 10 0 "C- 12 0 °CT'ff 

(iv) — (lb) i+i. l^®Q*s- (C 1~4t;V^V>^ C2~4T;i/'ir 
-l/>*;fe{±C 2~4T;i/=^r:l/» -Cyc2. - (C 1 ~4 7';i/^l/» 
-0-Cyc3^ -0-Cyc6-l. -O- C H 2 - C y c 6 - 1. -O 
- (C2'-4T;i':3rl/» -Cy c 6-2^feJi-0- (01-^4^;^^^ 
» q-Cy c 6-3-^$>^>fb-^t;. o^D-^^ (ib-l) 




Q^{*- (c 1~4:p;i/^1xx C2-'4T;u^-i/>^fe{iC 2~ 

4TJU^-U» -Cyc2> - (C 1~4t;1/^1/» -0-Cyc3. 
-0-Cyc6-l> -0-CH2-Cyc 6- 1. -O- (C2~4T;1/ 
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-Cy c.6-2^feJi-0- (C l~4T;i/=3pix» q-Cyc6 

m±s -i^^ (ib-2) 




h*^M;jS^-a-fe^. ^ (lV-1) 
Cyc2 (lV-1) 

(b)^ (lV-2) . 

C y c 3 - O H (lV-2) 
^ (lV-3) . 

Cyc6-1-0H (lV-3) 
S; (lV-4) . 

Cy c 6- 1 -CH2-OH (lV-4) 

(iv-5) ^r^i± 

Cy c 6-2- (C2~47';i/:3p]/» -OH (lV-5) 
^ (lV-6) 

Cyc 6-3- (C l'-4T;i/=3rl/» q-OH (rV-6) 

^Jit:^^■^^ CI J: o T ^)M3g-r ^ t t^x § ^ o 
!i0m.mi±^x^\). m^it. (a.)(DRmt. (ib-2) r^^ti^ 
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— (lb) T^^n:SYb^%CD-5-e.s AlZ'rJly^—\y>Mt^^^ 
^ (lb) Xm^ti^^h^^m^T^^lt^X^^o 

"t^ 0-^5 o^cxn^tDti^tK mmmm (7^h^tFn:7^x 
^±©m^^^^) mm o-^'yi^^A-mm. ^i^s^r>Aii. ym^b^^ 

^M:^^^. ^^i^^s -5^ h^:7;i/;tn^>:i7^^) (|^^, p- 

1tffi*fe{iS^>ET©7J<^#H^T^ 0~2 0 CCcDSJgT-ff'fe 
(3) -IS^ (lb) X^^^tl^^it-^mi^. OT®(i)~(ix)cD7^^(3j:oT'fe 

(i)— ISS; (lb) X'^^ti^^h-^m^. Dd5-coNR^°-D^--t?ab^'fb'^ti. 
JiS^ (ib-3) 
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(R^m^^^^A— COOR-^^ 

r bQ ab-3) 

(Q)n''^'^-^CONR'»°-D^ R^ 

(^|^'^ D^(*^ -CONR^°-D^-i:bT (1) Zmifi^U^'^m. (2) 
3~6M3iP^^^»!g^> *fei*(3) 7~1 OM*^^^^^^iM^t>U 

5 -j^^ (v-1) 

(R'*)!!! .^^^ A COOR'^^ 



(Q)n^ ^COOH 



(VI) 

R*°HN D^— (VI) 

T ^ ]^^hRm±^mx^ D . mn^. mmmm (^^ h ^ n k n ^ ^ ^ 

<tiP<9^1xX i^tiU^J]/^^ ^>^>^ h;i/rc>^ T-feh>^ T-feh— hU 

15 It's Hf^T^ > (i?^5^;vT5: y tfU tr^;s^>^ h u ^ >^) 

cD#^T^fe^*##:&T^ li-^^J (1,3 -s^iy^D^^^>;i/:^;v^*s^'i' ^ 
F (DCC) . l-3:5^;i/-3- [3- (i^^9-))yT^y) >^ntf;v] :>t7;v 

:!}^5^-r ^ K (EDO. 1 Ui^-'^A3r>^^) ^ 
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0~5 0°C7?SiiS^^^Cl^i3j:{3ff^t)ti:§>o 

(ii)-)^^ (lb) X^Tjk-^tl^ih-^m^. Di^-NR'^CO-D^-H^^^h'^m. 
O^D— (lb-4) 



5 B^it. -NR^°CO-D^-^bT (1) 2 mt^^tj^^M^m. (2) 

^ ©fte(Df3-^(±MH3 ^ 1^ D«i**^*3-ro ) -^^^ txS'ffci-^fi. -16;^ (v-2) 



10 —m^ (VIM) 



15 (iii)-')iK^ (lb) -e^^n^'^b^4'^ DAS-CO-D^-"^^^>fb^. 
^?3-JiS^ (lb-5) 





HOOC 



•3 



(VIM) 




(Ib-5) 
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(^4'^ D^{±^ -CO-B'^-hhX (1) l~2MA="^:fe^aMm^ (2) 
^ cDffecDfB-^-iiHulB ^ m b^R*^^t> "To ) -t?^^ ti.^'fb^tlti. — (v-3) 

(R^)m..^^A— COOR^^ 
(Q)n'^^ ^CHO 

-j^^ (vm) 

XMg d''— (VIID 

Cuff's t-^T©iB-^{*tufB^I^D^i*&^t)-ro ) -e^^tt^'fb^i^^^ 

15 #:STs m<b^J (H^^bm^-t^US^yli^:^) *ffiV^T^ 0-5 O'CT^fr 

(iv)-iss: (lb) -^m^fi^^h-^s^fp. i>tfi-o-D''--x;^^ih^m. -i^* 

(lb-6) 




ab-6) 



20 (Sli*'. D^{i. -O-D^-^b-C (1) l~2MA^?>^^^iI> (2) 
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5 (IX) 



y^^)]yyt^^y ^ >^ h U^5^;i/^5=-;V^X7-f (Di¥:&Ts 0~6 0°C 

15 -?!fT>5:t>tl^o 

(v)— rt^^ (lb) T-^^n^'fb-a't/4's D*s-S02-D^-T$)^fb-^^ 
^D-l^^ (lb-7) 



(5^:4'^ D^Ji. -S02-D^-i:UT (1) l-'2Md>^36:^^^^, (2) 




HO (IX) 




,4-1 
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^ omom^i^mm h m -r o ) -e^ ^ ti^it-^mi^. -i^^ (ib-s) 



3 0~5 O-Ct^ff^ct^tl^o 

^fe. (ib-8)X'm^ti^^h^m±. —m^ (v-5) 



(X) 



(vi)-ilg^ (lb) xm^ti^ih-^m^. Dt^ (1) j^mM?2M*^?>:fe^?SI§ 

li^ (2) ^mm^3--6mti>^tj:^Mmm. ^r^it (3) ;^^m^7~i 

20 OM^^^fe^^S^il-r^^^b^. O^D-jlS^ (lb-9) 




Ob-S) 




,4-1 
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(Q)n R3 

(^t+'^ D°{i (1) J^^M^2M*^^^§»^II^ (2) j^^M^3-6M 



(R^m^^^^-^A — COOR' 



,4-1 



J-SL 



(V-6) 

(Q)n^ ^OTf 



f3^lRlcm&S^1-o ) -t^^^tb^-fb-^tl^. (xi-1) 

^ D'^^-Ra (XI-1) 



c^pt^s D°-H* (1) (2) mmmi^i--4mti-^td^^mmm. * 
10 fef* (3) mmm^5--8mib^^rj::^Mmm^mt>\.. ^(Dm<Dm^itmm 

^l^cict*§^t)-ro ) — j^aS; (xi-2) 

OH 

— (v-6) ^i— jaS^ (XI-l) -?!^^lx:5'fb^i^^CDSi?S{±^ ^&^IJT'^D> 
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-^S; (v-6) t-WL^ (xi-1) T^$t^^>^b^t^^0Hj^S^*^ 45r^nT»^?3s 

(vii)-JiK^ (lb) -?!^$tu^Yb^^4's D:bs-CH2-NR^°C0-D'^--r 
^.^^fb-^s (lb-10) 



(R2)m.^^^A COOR^^ 



ab-10) 



Y 

o 



D'^Jiv -CH2-NR^°CO-D'*-^L-r (1) 3~6M*^?>^^ 

10 (2) 7~ 1 0M^^6'&^®#gii^^:bU ^®fife®-r-^T 

©«3^{±BotB^l^blcf*^^fc>-ro ) it7rs-^M\\i-^m\-^. — (v-7) 



(R'')m-.^^-^A- 



— IS^ (vn-2) 

15 HOOC — d"— r' (Vn-2) 

hMb^iJSt::ft-r^i:f^J:ot^5t-r^^:fc*5t:§^o 
F-fbSJ^i^fis tu§B^-l3f!4®:^^£^l^^^;rbT^f^t)t^^o 

(viii)-^^ (lb) T'^^tuS^b'^4'. Dd5 
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/ — \ ^ 
— N N-l^D* 



* D —m^ (ib-ii) 



-i^^ (v-5) 



10 ^^^^>^^^j^S;^•^^ (vn-3) 



(v-5) -t?^^ n^^b-^t; ^ e;' > h ©mjj&{±. ^ ^0 

15 (i^;^^1^>. t-^'^J'y— ;K :^'fbp<5=-l^>S}fe{i^ti,$>© 

m-^^^) *s hU;^ (i-^^VS^UT^^^T-fe h» S^^^^i^r^A (0) . 2 
-S^S^^D^=^S>';i/5^X:7^y-2'- (N, N-S^p<5=-;VT^y) tf:7 3^:::: 




T 
o 



5 




HOOC D*— 



(vn-3) 
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(ix)-^S (lb) -e^^:lx§'fb^t;*s (lb-12) 



A COOR 



i4-1 



ab-12) 





T-^^tb^-fb-^ft^^ R^°AS7j<^j^:^-t?^S>fb-^. r:?^?)— Ig^ (lb-3-1) 



(Ib-3-1) 



(Q)n' 



CONH D 



(4) (I) T^^ti^-fb^tio^t). R^;?)ScooR*-m m^. 

15 t>t.— (Ic) 



(Q)n' 



D 



59 



wo 03/016254 



PCT/JP02/08120 



(la) •^Tjk^M^h^t. -J^^ (XII) 



X (C1-4 TA'+U^) — R 



11 



(5) — (I) Xm^tl^^h^m(D'5-i>. R^*SC0NR''R\ ^feiiC 
10 ONR^SOaR^Tfe^-fb^i^. l-^fetD-t.-^^ (id-l) 



;^c{±-Jt^^ (id-2) 



15 (^tfv i-^TCDia-^titfrfB^iBic^im^^^D-ro ) x^^n^^h^mt^ 
— jis^ (la) ■T?^^n^'^b'a■tJ^^ —1^^ (xiii-i) 



(xni-2) 




A CONR^R^ 




NHR^R« 



(xni-1) 



20 



NHR^SOaR 



(XlII-2) 
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(6) —m^ (I) T*^^n§^b^cDa-6.s R^^7^h^y-;vt?feS'fb^ 

tJ. irrj:t>t>—m^ (le) 



H 



10 




— j^S: (XIV) 

r b1 (XIV) 

15 -r^^ht^x&^o 

1 0 0—1 3 0''CT'ff^t)n^o 

(7) (I) •^^^i^^'^b^t;©a•fe^ R^^n, 2, 4-:t^V'i^T 

20 4-^TPT^J--J]y-6-:t>. ^r::i±l, 2,3, 5 -:t^V-^Ti^T^/ 
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(Q)n^ — r3 

(^pfJs R^*{±1, 2, 4-:t^V-:^T'J—)V-5-:t>. 1, 2, 4-:t 
^'\)-pT^J—?]y-5-^:t>. 1, 2, 4 -^Ti^T^J—JV- 5 ^ 
r^itl, 5,2, 4-7t^-^^Ti^T^J—;i^-5-:t>^mt>U "^00^.00 
WB^i±|fff3^llID^i5fe^^t»-ro ) T^-^Mit-^it. (XV) 



NH 



>2 



(ff)in.^^-^A k^^OH 



Cxv) 



tf^^n^^fb^t;^. (iXb-^ (xvi-i) 

o 

'^w' Iw'' (xvi-i) 



a5^v^{±>^b^ (xvi-2) 



s 

.A. 



10 W/ W (XVI.2) 



{am^m (xvi-3) 

S O C 1 2 (XVI-3) 

*fci±(iii)Yb^i^ (xv-2) H:7^3/'fb4^ 

uy^>m) 1, 8-S^T1flfS^^D [5. 4. 0] >i7>^-te- 
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Kn7^>^) tfi, ^b-^^ (xv-2) ^^;jrs^Wcm> ^y^hyt-^m^—y" 
(8) -J^^ (I) Xyn^fi^^t^O^^. R^AS-CHz-OH-^^^-fb 

^i^. -r^fet^t.-^^ (Ig) 



15 Am) 5jf^>|if*^MV^T^ 0~5 0°C trifle t3tb^o 

(9) -jiM (I) T-^^tV^^b^®at.. R^:bs_CH2-NR^S02R\ 
-CHg-NR^COR^^ ^fefi-CHg-NR^CO-NR^SOaR^T-ab 

^^b^^. -r:&t»t.-i^^ (ih-i) 



(lh-2) 



10 




ag) 
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Qh-2) 



(Q)n R 



3 



tzl±-mA (lh-3) 

(Q)ii^ ^D— R* 

— jas^ (xvn) 



(xvn) 

(Q)n" — R^ 



—Wi^ (xvm-i) 
10 R^SOgCl (xvm-i) 

jlKS: (xvni-2) 
R^°coci (xvm-2) 

15 F'fb^jJS^-^^^d^s (XVI) x^^^Mit^mt. 

(xvni-3) 

R«S02N = C = 0 (XVIII-3) 
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(XVI) -vm-^ti^^h^^ts -m^ (xvii-3) -e^^tu^'fti'^i^^ 

5 tft. 0°C~5 0°Ctff'fet»tl^o 

(10) (I) t^^^tl^^ti'a-tlCDat.^ R^;J)S-cH2-0C0NR^ 



10 — ^ (Ig) 



— (XVIII-3) 



15 (^4'> -r^TOtB-^fit&fB^IWdci^fe^^t^-ro ) -X^^fi^^h^mh^ 

c®^jiS{±i5r^n-e$)D. fy;i{^BufB©— (xvi) -r^^ti^-fti^tiii 
— (xvii-3) i^^^tb^^b'&iiJ^oS^S^il^^l-bTff^clDti^o 
(1 1) (I) •t?^$lx§<b^®^t.> R^^s-sOgNR^COR^^ 

20 -Q-^Mh-mQ. -r^fet>-j^^ (ij) 





R«S02N=C = 0 



(xvni-3) 
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(R^)m 



A SOgNR^COR 



,10 



(0) 



(Q)n 



(Slot's ir^x(Dm^i±tmhm\:^m\^^m.iDfo ) -^m^ti^^h^mit. 

(XIX) 



R^t^ymm^x^^^t^mi^. -m^ (xx) 



-m^ (Ij) X^^tl^^t-^^. -A-S02NR^C0R^°*s_AJ-^ 
-CH2-S02NR''COR^°T•^:g)>^b-a^^ -Ti^tJ-fe— 1« (ij-l) 



(^Pt='^ AJ-^{±Att«(D(iiK (v)~(xiiK (xv)^^:feV^T. ^tl'^timmt^ 1 -O 
{ptjii^^TJly^UyM^^tiirti^^ (iii)C 2~5T;i/'ir-lx>, ^feJ±(iv)C2 

1-0 ) x^-^ti^ih^l±^ (XXI) 




R^°COOH 



(XX) 
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—m^ (XXII) 

NHR^COR^° (XXII) 
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(n-1) ^^V^ (n-2) f^^ti^Yb^ii^ TfB©HJ?&xS^ 




(V-B) (V-A) 




01) 
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-j^^(V-l)s (V-2)^ (V-3). (V-4). (V-5). 

( V - 6 ) . ( V - 7 ) -a^-^fl^ih-^mi^. TtBcD^JiSXS^ 2 - 1 *5 J: 



r^m.xM^ 2-1 




MJtKXS^ 2 - 2 ^ (V-5) 
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JSjiS 2-2 



a-coor''-^ 

(V-1A) mMBI^k 



(R^)m 



coor 



(Q)n 



25: 



A-COOR^"^ 



COOH 



(V-1) 



_ ,A-COOR^^ 




B 



OH 



A-COOR^"^ 



(Q)n 



^^^IV^^A-COOR'^^ 



t2 (V-2A) mmi^B f BJ 

j-^ (Q);'X->^N'" 

1^0 -40 



(V-7) 



(V-2) 



N 

R' 

A-COOR*^ 

(V-3A) 



(R^)m 



A-COOR"*-^ 



(V-3) 



a-coor''"' 

. (V-4A) mum^k 

OT* 



(Q)n 



CHO 



A-COOR 



4-1 



( B J (V-4) 
(Q);'^-^OH 

I Tffb 



SI' 



(R^)m 



a-coor"*-^ 



{V-6) 



(Q)n 



OTf 
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(lb- 2) T^$n^>fb-^Ji^ Ts3cD>KiJSx@^3-lSfeJd: 



C BJ (V-A-1) 

I -A-COOR^-^A 



T*0— G 



I- 



coor''"^a 



T*0— G 



Y3 



(R^) 
T*0— G 



T*0— G 



mmt. 

A— COOR*-^ 



A— COOR*-' 
B 1 (V-D-3) 
NO2 




(R^)m A— COOR"^^ 



(V-D-2) 



COOH 



T*0— G 



(V-D-4) 



(R^)m^<-vA-COOR^^ 




— D— R^ »A 



T*0— G" 



CHO 



(V-D-5) 




D— R" 



<R^)m-<-vA-COOR^^ 

r bq (ib-2-1) 

T*0-G^^^D-R^ 



A— COOR"*-^ 



(lb-2) 



HO— G 



D— R'' 
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JglfeX^^3-2 



(R^) 



m 



T^OOC — G'^^^^OH 



(V-A-3) 



-D— mx 



'TbY (V-CI) 
T^OOC — G''^-^D — r3 



HO — G 



D — R-" 



(11-3) 



-A-cooR^*-^ mx 



(R^)m-,,^— COOR 



HO — G 



4-1 



(lb-2) 



D — R'' 
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mtz. -'^^ (Ib-2) T^^nS'fb^^s -A-/bSai5^lx>-t?^^ 



(R^)m 



T*0— G 




B 



NaOCH^ (R^Uy^Y^COOR 

(V-D-9) 



,4-1 



(R^mYT-V^COOR 

T^O-G-^^OTf 
(V-D-7) 

COgas 



(R^)m-^<r>^cooR 

T^O— G'^'^COOH 
(V-D-6) 



,4-1 



Tf-fb (R^)mY'^>p^COOR 

t'O-G^'^-^OH 
(V-D-8) 



4-1 



— D— R^ mx 



(R^)mYr^Y^cooR 

rO-G^'^^D-R^ 
(lb-2-1-1) 



(R^)m-.7<r-~v^cooR^^ 



HO— G 



(lb-2-1) 



D— R"' 
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CHO 



(Q)n 



(H-2) 



(R^)m>r->-A^OH 



D-R"= 



(Q)n 



(ig) 



HgC-CCHah-SOaNHR^ (XXIV) 

(R^^ 

SOaNHR^ 

PCXIII) 



OH 




stag -«* 

Mtc 



(R^)m-<->'A— SOaNR^R^ 



(Q)n 



(XIX) 



D— R-" 



D-R'' 



1 ) ^ S/JHb 

^ 2) KSC0CH3 

o pocvi) 

(Q)ri'^^D-R3 



CbJ (XXI) 

(Q)„'''^-^D-R^ 
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(XIV)^ (XV)s (XVIl)T*^^n^Yti^tl{*s TtB®Mii&X@^6 



JSBSX^^ 6 
(R^)m^^A-COOH 
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Y^t (Q) n^mXir^Bimm<DM. irtj:t>t>Um^ntz (C 1-4) 

Yn^(i)cooT^ caff's TH±ti?]yyf^^-y)]yM(D^m^ (m^it. 

5 (ii)NR^°T2 mrp, T^l±T^^M(DUmM m^lt. t h^i^:^;]^^^ 

(iv)OT^ T'l±7Km&(D^m& m^lt. ;^ h^-y^^^Jly^. 

10 FD^f^— ^m.iD-to ) . 

15 — (v-A) -^m^ti^it^mit. ^^nx'-^^t\ ^r^it^^o-^^m-T^m 

^(Dmommt^co^io. —m.^ (m-i) s (in-2) . (IV-I) . (lV-2) . 

(lV-3) . (lV-4) . (lV-5) . (lV-6) . (VI) s (VII-1) . (Vn-2) . (VH-S) . 
(VIII) s (IX) s (X) s (XI-1) . (XI-2) . (XII) . (XIII-1) . (XIII-2) . 
20 (XVI-1) > (XVI-2) . (XVI-3) . (XVIII-1) > (XVni-2) . (XVIII-3) . 

(XX) s (XXII) -e^^n^'fb-a^Ji^&^HT^^A^s ^rzl±^(D:^mzm 
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Greene, Protective Groups in Organic Synthesis, Wiley, New York, 1991 t3f3<i^ f\i 

^ :7°T-$) ^ E P 3*5cfc tJ?/^ fe{*E P < M-^ U Sinll"^ o 

25 m. 

(Sugimoto) (j. BioL Chem. 262, 6463-6466 (1992) ) 
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mmLT^mmi^ (5 o^D ^ 'E-PGE2^^tsKmm. (i 5 o>ai) 
^mwt^ imm-f >=^^^—wtc:o ^m^^K^^^yyT— omi) -^w- 
5 ±u m&Tmm^Mhr^^hrz^}i-PGE2^'ff^:^y-^j]^^- (gf 

KdMt.B max 'fit Scatchard plots tl^ ^ 5fci?) [Ann. N. Y. Acad Sd. 51, 660 
(1949)] o 5l^#Mfitl^-^«±3iflJ« (2.5 X^M) 0$mmPGE2(D^^rX'<D 

m^t {.x^^^rzo:^mBMih^m^ j; ^ ^ h - p g e ^^^mmimomm^. 

10 ^H-PGEa (2.5nM) ^ScfcTO^Bm-^t/^^S-fflmet^SPbt^f ^ofeo 

/■^'^y^T— : UV^^bU-i^A (lOmM, pH6.0) , EDTA (1 mM) , 
MgCla (lOmM) , NaCl (O.lM) o 

15 Ki = I Cso/ (1+ ( [C] /Kd) ) 



1 





K.i(/nM) 












8(13) 


>10 


>10 


0. 27 


0. 038 



(ii) rnx^y-r Fiz-ferr^-- y-:7'^^r^^im^Mv^feEP3^giJ^;M'l4 

>^:3j2^h (Sugimoto) (J. Biol. Chem. 2^2, 6463-6466 (1992) ) 

Htl^ 9 6 T-r D yu— hltlO ^cells/well 2 B^i^#b 
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mmmhr^o #e7^;i/^PBs (loo^t^i) Fiira-2AM^ 
6 0 ^mwi ?3 -^feo HEPEs mmi>^xm^^s s i "cnrnmci-^m ^ p g 

Eg (1 OnM) ^^^JPU mi^P*j;i/i/'i7AaScD^fbSSiJ^bfeo ^ti.t> 
t>s 340/380 nmCD^S:R^T'iil7^U 5 10 nmcZ)^^§ilJ^bT^ 

^i^fb-^tJOTV^rf'-X hf^MfiPGEg ( 1 0 nM) W^-T!©^ 

(iii) rnj^^y-r Fix-fer^— y-::/^$^-rr^i^m:^fflv^feEP4^gin;tS'l4 

10 —l/-^^ (Nishigaki) ^(D^ji^ (FEES lett., 2M, 339-341 (1995)) tipbT> 

2 4 i^a:;i/V-r ^ n y\y— viz 10 ^ceUs/well b. 2 B blimt- 

#^bfeo =S-'^x.;i/:&MEM (minimum essential medium) (5 0 0/^1) 
bfe=^> T-fe^^T^-fTA (assay medium) (MEM containing Immol 
15 /L IBMX, 1%BSA) { A 5 0 jul 1) ^1mX. 3 7 "CT 1 0 ^P^^ > 

^tP^M (5 0>al) ^mJPU -KJ?S^IS$&U 3 7°C-^1 O^^SJJSb:^ 
^K^^rT C A (10% w/v) (5 0 0/^1) ^S^^JP bTSJ?&%#ih^-M-fco 
^©Mj^Srt^ lUl^mig (-8 0°C) . M^^ff5feofe#. -^Iffl 
20 b 13,000 r p ml? 3 ^^^Jll^^HbTft^ ^^^±?S^>fi9V^T^ c A 

MP T-fe-f^^yh (assay kit) i^T c AMPaS^^M^bfeo ■r^&t*-^.^ d 
®±?t 1 2 5 // 1 }3 [125 J -j ^ AMP T-fe-f ^ h (assay kit) (Amersham 
ttM) y 7 (buffer) ^;(JPX. 5 0 0 1 b^ CI tb^ 0.5in O 1 /L h 
- m.-ir^'^)V-r ^ > (tri-n-octylamine) D D 3fc;VA^ 1ml ilS^ 

25 u ^^DD5j^;i/AjgtfOTCA^|^*bfe0t.s 7jcjB^i^>:7°;v^ bT [12^ 
I] c AMPT-k-Y^^;/ h (assaykit) Jciaii^:rvTV>^:&^^{c:jiibs i^vr 
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(submaximal) c AMPjS^f^M^^"r|iJST?ag)^ 1 0 0 n 

10 

15 i^M-a-bs ^^^*:i3Min;t-^feise). ^« (^'14. #tf^. fe*^^) ^ 

B> mmi. •rv)^^-^^^^. mm. < mm (nmm^m. 

20 m. mmmm. mm. ^mm^i^Kjii:^. ^mmm. T}wy^\-c'9'-. Mmm 

mmzi^o'mti;]yty^AMm^) . mmm. mi. mi. ^mov^. 
mm. !kM. :^7^n^ Ymy. b^^s mi^. w&m'^-. ^wm 

WMM'm. mTmm. w^^n^ nwmmm. '^'mnmm. 
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~fm. mm. m^mmmm. mmm:km0i. ^a-ym. 

5 nmj^^mmm) ^ -^m'&.m^m. ^mmm mmmmmm^hm (als) . 
^mmihrn. s^:n-^>>^Mi^, ^#'i4^u h x- h-^^^'x. aid s^) . 

15 ^^■(i/'^r^\± 

3) ^.cD-fb-^t/ogiJ^fflo^M 

20 -r^m^^^ioT^)J:V^o il©m®M^Ji-bTtS#1-§m#{-{i. IH^IS 

(I) -r^^^n^-fb^i^^^i^i^^bs '^ife©»J^^t3^^#bT%J:v^U 
f{fecD^^J^^{-^#U -J^^ (I) -t'^^ti^fb^^^t^iS-^b-t^ J: 
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xxf/^r^ itm^(Dr^ it> (Dm(DmM tLxi^. ^"^t.^tu 

5 ^ij. ^ > ifV ^ F - 2 ^^WJ WiJ^*5^J:f ^ tt^ o 

—m^ ( I ) -^T^-^Mva-^momy {.i^yjm^ -^^ymm. -^^yom^ 

a&^. E D G - 5 .T-rf-X h ^ ti^ o 

25 Xly>. ^■"^^^^p-y-T^s :7^;Vlf:^^. S^^^D^^r^r^^N h;i'P<5^>:^h 
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MTJV^—^As ^;^>'^:^A^^ :7Pt57^57:7a:^X h>'3ir:;i/:;^>57^/ 
:^:3p^>:7 3i>:/^^/>, if n:3ps^:^?A. y^y^Sy^A^ Tyifvi^iy^ 

20 t Fnn;i/^V^>, iS^7°n l:f;r>^t h'nn;i/^yx yu}f:;t>m^y 
DK>, ^^^i^^ri/ K::iyn>^ n>T-fe h\ yu}f:t 
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j]/]^ur2jv^^J>^ :7°i/F— i^^iri/ K— ^/D>^ n>'\^^:7°i/ F 
:7'5=^^v— 7;vr^v';h\ hUTA^-yp^. st-i26p. s/^i/V— >\ 

^^WM^bT{±^ -^yx-i^^ rphl^^y^ (FK-506) . p<hM/^1^— 

20 ^>-7^;i/:i7X if7^';Wl/:^^ MCC-847^ YiOK-lSl^ CS-615^ YM-158. 
L-740515^ CP-195494^ LM-1484^ RS-635s A-93178^ S-36496^ BnL-284^ 

ONO-4057 ^^S^fj'^ ^ o 
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TAK-427s ZCR-2060^ NIP-530^ ^ p< V^>:7 D:c— 
BP-294. 7*>F^Xh^ :t—^Jy-f>s Ti^V^-^:^^>^t^mf^tl^o 

if^;i/tfsy>s jii:f;nfs^X -f^J^VUfS^x ^n^x'-ri^'VAS^ 

utiji^'^py. h^V->hu>, S>;^r^^>s :i;;i/Atf:7°^5^>^) 

';:7°^A^ 5yn3:^Xh (^,5S^TU:7D) , Bayl9-8004^ NIK-616. Xnyjl 
^ h (BY-217) s S^^-^I^y^ V > (BRly61063) ^ T^^J'^A (CP-80633) s 
SCH-351591^ YM-976^ V-11294Av PD-168787^ D-4396^ IC-485 mt^^lf^ 
25 jflz-S o 
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5 -fen b:^>#«i^^bT{±. :^x'hur^>. ^ h U 37°^ x r^-^ h 

ffe®»0(±s 'file® 2 fflJi>Ul^lI^^t)-^T^# bt J:^/^o 
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^©^^^^ ^tcitmrni (^^h-Xs x'vrih-M i^vi/n-Xs mm 

15 tl^o 

20 {±x SM^J> mmimu m.im. v;^nk mmm. i&mnk u^m. wmm 
wuu^^(Drz.^(D^mm(Dmmz\^. m^\^. mmn. ^mk ^u- 
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Jim) . u^m (^'^tJ^^ mtjry^ ^ui^ym) ^ ^mmm 

15 #S^J. '(ii^^J. ^^<b^J^ Wmmk ^#^J^^^^T'V^t^)cfc 
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xm^^ti^o nmmmMmi±^^^\^^i±m.mmm^nxi^^%(Difi^m 

itti^o mnt. Mi^^MM. mn. -mmErnM. mmn-^m. i^-^timit 
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^:#b■tV^T^)J;V^o Xri/-^J©^B;5r^J*. mnt^mmmm 2,868,691 
^:^XV^mm 3,095,355 "^JCl^b < fB«^tLTV>^o 

15 (^;v^^>^. T;^>'N"^:3fS>^. 4^uv;v^-h8 0 m) . 
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^U-s-h^^y^—iz^ ^^moWn^^Xf T L C Iz^^tiX V^ ^ :!!7 n 

1-0 

20 b■CV^^o 

^^^5^NH2 •HCI 
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m^K;^ ^J—J]y (1 0 0ml) 1 0 °C'7^m^h^:t=-^V (14.0m 1)^2 

mm (io.og) ^mmm-^m^r^o ^\:^tcmmm^^ux'm^mwvtco m-^ 

m^^L. (5 0ml) T-2|lI#t^bfeo mmizi^=^^ 

m^m^m-r^mmih-^m (i2.8g) ^mtco 

TLC : Rf 0.49 (n— : @^^aig^;i/= 1 : 1) o 

10 3-t HD:3psy-4-3— 



1 TMji bfe-fb-^ (4.90 g) (Dmmm ( 2 o m i ) m^iz 0 -ctm 

5im:^^U'>A (1.83g) 07j<?M'g (1 5ml) ^1 5^^(tT?iTU 
t»^2 O^^m#bfeo m-^{-3r>>fb;?7U'>A (8.00g) 07jc:^^ (3 0m 

;i/=4 : 1~2 : 1) "eMMbTs mT®t;me^#-r ^*MMYb^% (4.57 
20 g) ^f#feo 

T L C : R f 0.33 : i^^:n5=-;V= 4 : 1 ) o 




O 
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4-3— h'-3- [2- (i-y^U>-2-4 ^M^M 




T)id[>mmT. 0mm2xmMi^r^^h'^m (3.oog) . 2- (2-::^7^ 

5 j^^y— ;v (2.23g) ^ h U :7:n-;V5it:5^:7^ > (4.25g) 43J;t51, 1' 
- {T'Ji^itj)]/7f.-j\/) (4.09 g) 0^7J<:7" h^tFn7^>(5 

0ml) mm^^W^ 1 2 bfco 

^— (n-^dp-y-> : |^^a:.5^;i/= 2 0:1~10: 1-5:1) "rMMb 

10 T> OTcDi^'M^^-r^^Mb^ (4.64 g) ^mr^o 

TLC : Rf 0.54 (n-^=3p-y-> :i^^ai5^;V=4 : 1) o 

4-t KD^5yp(^;i/-2- [2- (i-y^u>-2 — r;i/) a^5^;i/:^=^^$^] 

15 >'^n;i/3— F 




T;P3f>#HMT^ ##^J2"^^^3iabfe>fb-^ (4.61 g) (Dm^iMf(h^9-]y 
> (40ml) i3 - 7 8 °Ct! V :7'^;i/r;V ^ n a H F U F (0.95 
M^=3p-y->^^) (2 8ml) ^ 1 O^0^^^tTv®Tbfem^ immti'ifX- 
20 4 0 "C^-^^Mbfeo M/JSm-^i-^ ^ ^ — cfct^'IS^a^:^ h U AtR 
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u^h^^^y ^~ (n-^^-y-> : ®t^3^9^;V=4 : 1~3 : 1) l^WMV 

Xs iikr(Dmmu^^ir^mm.<h-^m (4.21 g) ^mr^o 

TLCrRf 0.55 (n-^^-y-> : fi^^^^;V= 1 : 1) o 



o 




10 T;V=f>#HMT^ ##^J4TM3lgUfe^b^ (2.54g) ^ T^V)m:x.^ 
)V (1.36ml) . h (4.38ml) ^ 1, I'-lfX {Vy :r.=. 

;i/7^X7^y) 7aiD-b> (3 4 8mg) :fe«j;t^W^^^^i^'^A (II) (1 4 
Img) CD^TkS^p?^;^:^;^^^^^^^^ (2 5ml) ^^lOCCTSO^ 

^_ (n— \=3p-y-> : i^^a::^;i/= 2 : 1~1 : 1) T^^bT^ OT®^ 

mfi^^-r^^^M^b^i^ (2.07 g) ^ttfeo 

TLC : Rf 0.47 (n-^^1^> : #^3i5^;v= 1 : 1) ; 
20 N MR (300MHz, CDCUrd 7.99(d, J = 16 Hz, IH), 7.86-7.76 (m,4H), 7.50-7.40 
(m, 4H) , 6.94 (s, IH) , 6.90 (d, J = 2.1 Hz, 1H) , 6.52 (d, J = 16 Hz, IH) , 4.67 
(d, J = 5.4 Hz, 2H) ,4.34 (t, J = 6.6 Hz, 2H) ,4.27 (q, J = 7.2 Hz, 2H) ,3.33 (t. 
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J =6.6 Hz, 2H) ,1.34 (t, J = 7.2 Hz, 3H) o 

2- [2- (i-y^]y>-2-^J\y) :r,^;]y:t^t/^ -4- 

o 



Tj\ydt>mmmrf. mmmi-^mMvr^ih^ (1.74 g) :fej:tjf h u^5^;i/ 

7-^ > (1.29ml) cdMtK^ h^t Hn:7^> (2 0ml) mmi^s 0°C-^p< 
Sy;i/^7D^-f K (5 3 7^1) ^M^. Bi^mmWhtzo 

T;i/ri">-#H^TN tf^V^— ;i/ (3 4 6mg) ®^7jcN, N-^^p<5^;^5^^ 
;i/AT ^ K (8ml) ^^tJ- 0 "C-^Ti^m^ti- h U A (63.1% in oU) (19 

3mg) ^m^. m-^^io^mm^vtco ^inz±m-t^'^^fircm^m 

15 tJCD^TKN , N - A T ^ H (8ml) ?§rt^^ST S^tJ^ 

•^mmm. ^iisbr. j^^^Tot/mg^^i-^i^Mti^t^offi^^i^ (1.17 g) 

20 TLC : Rf 0.36 (n-^=3p-y-> : i^^ai5=-;i/= 2 : 1) o 
flM^il2 (1) --2 (12) 
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mmm2 (i) 

5 (2E) -3- (2- (2- (^nT>-2-^;i/) -4- 

o 




TLC : Rf 0.53 (^DDJ^;!/^ : ^^J^y— ;V= 9 : 1) o 

10 mmm2 (2) 

(2E) -3- (2- (2- (:^:7^$'l^>-2— 3ih=3ps>') -4- 

o 




TLC : Rf 0.67 (^DD:?^;i/A : ;V=9 : 1) o 

15 

»^J2 (3) 

3- (2- (2- (±:7^i/>-2--f;i/) oi-h^s^) -4- (if^^J^— ;i/ 
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TLC:Rf 0.45 ( n-^=^-y-> : #^J^5^;V= 2 : 1) o 

mmm2 (4) 

(2E) -3- (2- (2- ii-y^U>-2-^ JV) 3:.h^^) -4- 

o 



TLC : Rf 0.31 (n-^^-b-> : g^^a^5=-;i/= 3 : 1) o 
^]l?fe^J2 (5) 

(2E) - 3- (2 - (2 - (:^:7^$'l/>- - 4- (i^ 




97 



wo 03/016254 



PCT/JP02/08120 




TLC : Rf 0.62 (n-^^V-^ :mM^^Jl^=S : 1) o 



mmm2 (6) 

5 (2E) -3- (2- (2- (±7^5^ V>-2 — r;V) :3^h=^Sx) -4-7 

o 




TLC : Rf 0.46 (n-^^V-> : i^mx.^;i/= 4 : 1) o 



10 mmm2 (?) 

(2E) -3- (2- (2- (^>^/-r;i/T^ y) ^h=3p.» -4- (1^^ 

o 




TLC : Rf 0.46 ii^uUTi^JVA : 1 0 : 1) o 
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mmm2 (s) 

(2E) -3- (2- (2-^ (i-y^]y>- 

^i^) -4- (tf^^/— — f;i/p«5^;i/) y^^-jv) ■ 



2 — r;!/) 3^ h 

2 -:7*D^>^ 




TLC : Rf 0.46 (n-^^-y-> : #^3^5^;i/= 1:1) 



^^J2 (9) 

10 3- (2- (2- (■^y^u>-2 — f;i/) -4- (2-^^;i/ 

o 




TLC:Rf 0.48 (n-^^^pi^^ : i^^rc5^;i/= 1 : 1 ) o 



15 mmm2 (lo) 

3- (2- (2- {i-y^lyy-2-^)V) :ch=^-» -4- (tfUi^>- 
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TLC:Rf 0.55 (n-^:^i^> : i^^ai5^;i/= 2 : 1) o 

mmm2 (id 

3- (2- (4-^5^;i/-2- (4-y)]y:tU-3 -^^;\yy ^> 



TLC:Rf 0.50 (n-^^1^> : i^^rc^;i/=2 : 1) o 
^#[12 (12) 

3- (2- (2- (9, 1 O-S^'t FDT^Ui^>-9-:^>- 1 0 — f;i/) 
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5 (2E)-3-(2-(2 - (i-y^\y>-2—(JV) :i^h^-» - 4- (If 




mmm 2 -^mrnvr^^h-^^ (253mg:)07^h^tFD:7^>(2mi) 
(1.5ml) mmiz2N7km-ihi-hv^2^7Kmm (1.5m d 

— (n-^^-tJ-> : @^mji^;i/=3 : 2~2 : 3) T^J^MbT. 
^it*^-r^^®<b^ (1 8 6mg) ^f#feo 
15 TL C : Rf 0.28 (n-^=3pit> : i^^ai5^;i/= 1 : 1) ; 

N M R (200 MHz, CDCI3) : 6 8.07 (d, J = 16.0 Hz, IH), 7.88-7.72 (m, 4H), 7.57 
(d, J = 2.0 Hz, IH), 7.51-7.35 (m, 5H), 6.77 (brd, J = 7.8 Hz, IH), 6.72 (brs, IH), 
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6.51 (d, J = 16.0 Hz, IH), 6.29 (t, J = 2.0 Hz, IH), 5.30 (s, 2H), 4.25 (t, J = 6.6 Hz, 
2H), 3.28 (t, J = 6.6 Hz, 2H)o 

^^^J3 (1) -^mmms (202) 
5 mMM2 (1) ~2 (12) iimmi.r^'ih-^m^rcmmir^^h^m^m 

mmms (p 

10 (2E) -3 - (2- (2- (2, 5, 7, 8 -7^ h 6 - 1 F n 

2 -ITD^V^ 




T L C : R f 0.50 n : p< ^ y — ;i/= 9:1) ; 

15 N M R (300 MHz, CDCI3) : 6 8.05 (d, J = 16 Hz, IH), 7.50 (d, J = 8.1 Hz, IH), 
6.97-6.88 (m, 2H), 6.50 (d, J = 16 Hz, IH), 4.68 (s, 2H), 4.37-4.19 (m, 2H), 2.68 (t, J 
= 6.6 Hz, 2H), 2.37-2.07 (m, 2H), 2.16 (s, 3H), 2.12 (s, 6H), 2.00-1.81 (m, 2H), 1.37 
(s, 3H)o 

20 mmm3 (2) 

(2E) -3- (2- (2- (2, 5, 7, S -5^ ^^J]^- 6 

s/^ti^>-2-^ oih^sx) - 4- (-f 1 --r;i/p<^;i/) 
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COOH 



• HCI 




TLC : Rf 0.55 {^UU^i^jVA : ^^y— ;V= 9:1) ; 
NMR (300 MHz, DMSO-dg) : 6 9.29 (s, IH), 7.90-7.65 (m, 4H), 7.26 (s, IH), 
5 6.98 (d, J = 7.5 Hz, IH), 6.53 (d, J = 16.2 Hz, IH), 5.42 (s, 2H), 4.40-4.10 (m, 2H), 
3.52 (s, 3H), 2.66-2.56 (m, 2H), 2.20-1.76 (m, 4H), 2.09 (s, 3 H), 2.07 (s, 3H), 2.00 
(s, 3H), 1.32(s,3H)o 

l^^'J3 (3) 

10 (2E) -3- (2- (2- (2, 5, 7, 8 -5^ h n VV- 2 

-^;i/) jib^^E^i/) -4- (-r ^^S'V— 1 — y:^=-j\y) - 



TLC : Rf 0.52 (^nn5j^;VA : ^iJ^y— ;v= 9 : 1) ; 
15 NMR (300 MHz, DMSO-dJ : d 9.28 (s, IH), 7.85-7.65 (m, 4H), 7.26 (s, IH), 
6.68 (d, J = 7.8 Hz, IH), 6.60-6.46 (m, 2H), 5.42 (s, 2H), 4.40-4.15 (m, 2H), 2.64- 
2.54 (m, 2H), 2.24-1.76 (m, 4H), 2.12 (s, 3H), 2.11 (s, 3H), 1.98 (s, 3H), 1.33 (s, 3H)o 




COOH 



N 
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mmms (4) 

(2E) -3- (2- (2- (2, 5, 7, 8 h 6 - 1 FD 

7 -2-rD^>^ 



TL C : Rf 0.38 (iJ7nD:^;i/A : ^^y— 19:1) ; 
NMR (300 MHz, DMSO-ds) : 6 12.28 (bs, IH), 7.82 (d, J = 1.8 Hz, IH), 7.77 (d, 
J = 16 Hz, IH), 7.61 (d, J = 8.0 Hz, IH), 7.46 (d, J = 1.8 Hz, IH), 7.41 (bs, IH), 6.92 
(s, IH), 6.71 (d, J = 8.0 Hz, IH), 6.46 (d, J = 16 Hz, IH), 6.27 (t, J = 1.8 Hz, IH), 
10 5.32 (s, 2H), 4.27-4.03 (m, 2H), 2.56 (m, 2H), 2.17-1.71 (m, 4H), 2.04 (s, 3H), 2.01 
(s, 3H), 1.98 (s, 3H), 1.27 (s, 3H)o 

mmm3 (s) 

(2E) -3- (2- (3-:7^^^S^rn:^°=ap5>') -4- (-f^^V— ;i/ 
15 - 1-4 >'a^^;v) -2-yu^>m'MMiM. 



TL C : Rf 0.60 (^Dn7}^;i/A : p<^57y— 9 : 1) ; 

NMR (300 MHz, DMSO-d^) : 6 9.29 (m, IH), 7.80 (d, J = 16 Hz, IH), 7.79 (m, 

IH), 7.71 (d, J = 7.8 Hz, IH), 7.67 (m, IH), 7.32-7.22 (m, 3H), 7.04-6.88 (m, 4H), 




COOH 
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6.55 (d, J = 16 Hz, IH), 5.41 (s, 2H), 4.24 (t, J = 6.2 Hz, 2H), 4.15 (t, J = 6.1 Hz, 2H), 
2.24(m,2H)o 

mmm3 (6) 

5 (2E)-3-(2- (4-7^y=3p.>y>:3p>» -4- (^^^V— 

^COOH 



TLC : Rf 0.56 (^DD5fc;VA : ^^y— ;i/=9 : 1) ; 
NMR (300 MHz, DMSO-dfi) :d 9.29 (m, IH), 7.81 (m, IH), 7.80 (d, J = 16 Hz, 
10 IH), 7.71 (d, J = 7.8 Hz, IH), 7.67 (m, IH), 7.32-7.21 (m, 3H), 7.04-6.86 (m, 4H), 
6.57 (d, J = 16 Hz, IH), 5.41 (s, 2H), 4.15 (t, J = 5.7 Hz, 2H), 4.03 (t, J = 6.0 Hz, 2H), 
2.02-1.81 (m,4H)o 

mmm3 (?) 

15 (2E) -3- (2- (2- (^D x'>-2--f;V) rch^S^) -4- (-f 

^COOH 





TL C : Rf 0.62 (t^nn4^;i/A : ;i/=9 : 1) 
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N M R (300 MHz, DMSO-dg) : 6 9.26 (s, IH), 7.81 (m, IH), 7.79 (d, J = 16 Hz, 
IH), 7.71 (d, J = 8.1 Hz, IH), 7.67 (m, IH), 7.30 (s, IH), 7.08-6.96 (m, 3H), 6.83- 
6.70 (m, 2H), 6.56 (d, J = 16 Hz, IH), 5.42 (s, 2H), 4.35-4.17 (m, 3H), 2.90-2.66 (m, 
2H), 2.29-2.02 (m, 3H), 1.82-1.65 (m, lH)o 



^^J3 (8) 

(2E) -3- (2- (6-7 3^y:3ps>^dri>';V;^:apS>') -4- ^V^J 

^COOH 



10 TLC : Rf 0.56 (^DD:^;1/A : ;i/= 9 : 1) ; 

N M R (300 MHz, DMSO-dg) : 6 9.22 (s, IH), 7.78 (s, IH), 7.77 (d, J = 16 Hz, IH), 
7.69 (d, J = 8.1 Hz, IH), 7.64 (s, IH), 7.31-7.20 (m, 3H), 7.01-6.85 (m, 4H), 6.55 (d, 
J = 16 Hz, IH), 5.40 (s, 2H), 4.08 (t, J = 6.3 Hz, 2H), 3.95 (t, J = 6.5 Hz, 2H), 1.89- 
1.66 (m, 4H), 1.60-1.40 (m, 4H)o 

15 

mm.m3 o) 

(2E) -3- (2- (2- {±y^V:y-2-^ )V) 3^h=3rS^) -4- (-T 

^COOH 



5 
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TLC : Rf 0.36 (^DD^;i/A : ^^J^y— ;i/= 19:1) ; 
N M R (300 MHz, DMSO-d^) : 6 9.28 (m, IH), 7.92-7.77 (ra, 6H), 7.72-7.64 (m, 
2H), 7.56-7.42 (m, 3H), 7.27 (s, IH), 6.98 (d, J = 7.8 Hz, IH), 6.55 (d, J = 16 Hz, 
IH), 5.39 (s, 2H), 4.35 (t, J = 6.6 Hz, 2H), 3.27 (t, J = 6.6 Hz, 2H)o 



mmms ( i o) 

(2E) -3- (2- (2- (^>^/7^>-2--f;V) mh^ps^) -4- 

XOOH 



10 TLC : Rf 0.52 (^5^0P4^;i/A : ;i/=9 : 1) ; 

N M R (300 MHz, DMSO-dg) : 6 9.28 (s, IH), 7.84-7.65 (m, 4H), 7.58-7.47 (m, 
2H), 7.31 (s, IH), 1.21-1. IS (m, 2H), 7.00 (d, J = 8.1 Hz, IH), 6.73 (s, IH), 6.57 (d, J 
= 16 Hz, IH), 5.41 (s, 2H), 4.41 (t, J = 6.3 Hz, 2H), 3.34 (t, J = 6.3 Hz, 2H)o 

15 mmm^ (i i) 

(2E) -3- (2- (2- (2, 5, 7, 8 -t^ h 6 - 1 H D 

=3ps^^DN'>-2 — r;i/) :nh=^sy) -4- (2-^^;i/-r ^^v— 1 



5 




N 
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TLC : Rf 0.50 i^nu-^JVA : ;V=9 : 1) ; 

N M R (300 MHz, CD3OD) : 6 7.93 (d, J = 16 Hz, IH), 7.61 (d, J = 8.1 Hz, IH), 
7.45 (s, 2H), 6.93 (s, IH), 6.81 (d, J = 8.1 Hz, IH), 6.52 (d, J = 16 Hz, IH), 5.32 (d, J 
= 15 Hz, IH), 5.28 (d, J = 15 Hz, IH), 4.41-4.21 (m, 2H), 2.65 (t, J = 7.1 Hz, 2H), 
5 2.61 (s, 3H), 2.29-1.80 (m, 4H), 2.11 (s, 3H), 2.08 (s, 3H), 2.05 (s, 3H), 1.35 (s, 3H) o 

mmms (12) 

3- (2- (2- (i-y^U>-2-^ :r.h^-» -4- (If^y— ;V 



10 




TLC : Rf 0.33 C^^-y-V :mM^^)^= 1:1) ; 
NMR (200 MHz, CDCI3) : 6 7.84-7.68 (m, 4H), 7.54 (d, J = 1.8 Hz, IH), 
7.48-7.35 (m, 3H), 7.33 (d, J = 2.2 Hz, IH), 7.08 (d, J = 7.4 Hz, IH), 6.74-6.65 (m, 
15 2H), 6.28-6.23 (m, IH), 5.24 (s, 2H), 4.19 (t, J = 6.4 Hz, 2H), 3.22 (t, J = 6.4 Hz, 2H), 
2.93-2.82 (m, 2H), 2.56-2.45 (m, 2H)o 

TLC : Rf 0.33 (n-^^1?-> :WiFM^9-J]y= 1:1) ; 
NMR (300 MHz, DMSO-d^) : d 7.94-7.82 (m, 4H), 7.77 (d, J = 2.1 Hz, IH), 
20 7.56-7.40 (m, 4H), 7.07 (d, J = 7.8 Hz, IH), 6.83 (s, IH), 6.64 (d, J = 8.1 Hz, IH), 
6.24 (t, J = 2.1 Hz, IH), 5.23 (s, 2H), 4.17 (t, J = 6,6 Hz, 2H), 3.19 (t, J = 6.6 Hz, 2H), 
2.70 (t, J = 7.8 Hz, 2H), 2.18 (t, J = 7.8 Hz, 2H)o 
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rnmms (i 3) 

(2E) -3- (2- (±y^\y>-2--()V^h^t^) -4- (ti°^\/— 



5 




T L C : R f 0.57 {^^^> : Mj^^;V= 1:3); 
N MR (500 MHz, DMSO-d^) : 6 8.01-7.87 (m, 4H), 7.78 (d, J = 2.0 Hz, IH), 7.69 
(d, J = 16 Hz, IH), 7.63-7.48 (m, 4H), 7.43 (d, J = 2.0 Hz, IH), 7.08 (s, IH), 6.73 (d, 
J = 8.0 Hz, IH), 6.47 (d, J = 16 Hz, IH), 6.23 (t, J = 2.0 Hz, IH), 5.30 (s, 2H), 5.29 (s, 
10 2H)o 



mmm3 a 4) 

(2E) -3- (2- (2- (2, 5, 7, 8 h 6 - 1 F D 

^i^^n-^y-Z—iJV) 3^h=3p.» -4- (2H-1, 2, 

15 — ;i/-2 — r;vp<5^;v) ^'a^— ;v) -2-rD--?.>^ 




T L C : Rf 0.60 (^nD4^;VA : p<^5'y— ;i/= 9 : 1 ) ; 
N M R (200 MHz, CD3OD) : 6 7.92 (d, J = 16.2 Hz, IH), 7.71 (s, 2H), 7.52 (d, J 
= 7.6 Hz, IH), 6.85 (s, IH), 6.80 (d, J = 8.4 Hz, IH), 6.47 (d, J = 16.2 Hz, IH), 5.56 
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(s, 2H), 4.36-4.08 (m, 2H), 2.64 (t, J = 6.6 Hz, 2H), 2.20-2.00 (m, 2H), 2.12 (s, 3H), 
2.08 (s, 3H), 2.05 (s,3H), 1.96-1.80 (m, 2H), 1.33 (s, 3H)o 

mmms a 5) 

5 (2E) -3- (2- (2- (2, 5, 7, 8 -7^ h 6 - 1 F P 

^iy^U-r^-Z—iJl^) J:^h=^i^) -4- (lH-1, 2, 

^COOH 



TLC : Rf 0.49 (^DD4^;VA : p<^y— ;i/=9 : 1) ; 
10 N M R (200 MHz, CD3OD) : 6 8.37 (d, J = 1.2Hz, IH), 8.24 (d, 3 = 1.2 Hz, IH), 
7.93 (d, J = 16.4 Hz, IH), 7.59 (d, J = 8.2 Hz, IH), 7.01 (brs, IH), 6.93 (brd, J = 8.2 
Hz, IH), 6.50 (d, J = 16.4 Hz, IH), 5.70 (s, 2H), 4.90 (s, 2H), 4.45-4.15 (m, 2H), 
2.72-2.58 (m, 2H), 2.26-1.80 (m, 4H), 2.11 (s, 3H), 2.08 (s, 3H), 2.05 (s, 3H), 1.34 (s, 
3H)o 



mmm3 a s) 

(2E) -3- (2- (2- (^•7'^U>-2 — f;V) 3^h=^S/) -4-^ 

^COOH 




15 
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T L C : R f 0.37 : i^^:ng=-;i/= 2:1); 

NMR (200 MHz, CDCI3) : 6 8.12 (d, J = 16.4 Hz, IH), 7.88-7.74 (m, 4H), 
7.52-7.10 (m, 9H), 6.79 (brd, J = 8.0 Hz, IH), 6.72 (brs, IH), 6.52 (d, J = 16.4 Hz, 
IH), 4.26 (t, J = 6.6 Hz, 2H), 3.95 (s, 2H), 3.29 (t, J = 6.6 Hz, 2H)o 



(2E) -3- (2- (2- (i--7^]y>-2-4^\y) J^h^S^-) -4- 

.xt^ ^COOH 



10 T L C : R f 0.31 (^^I^V : mM^'^J^= 2:1) ; 

NMR (300 MHz, CDCI3) : 6 8.12 (d, J = 16.2 Hz, IH), 7.86-7.74 (m, 4H), 
7.50-7.38 (m, 4H), 7.15 (dd, J = 5.1, 1.2 Hz, IH), 6.92 (dd, J = 5.1, 3.6 Hz, IH), 6.84 
(d, J = 7.5 Hz, IH), 6.82-6.76 (m, 2H), 6.53 (d, J = 16.2 Hz, IH), 4.29 (t, J = 6.8 Hz, 
2H), 4.12 (s, 2H), 3.31 (t, J = 6.8 Hz, 2H)o 

15 

mmms ( i s) 

(2E) -3- (2- (2- ii-y-^]y>-2 — ( J]y) :c-h^-» -4- 

:4->'3i>-3 — r;vp<g=-;i/) y:iu—;v) -2-yti^ym 

XOOH 



5 
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T L C : R f 0.31 : 2:1); 

NMR (200 MHz, CDCI3) : 6 8.13 (d, J = 16.0 Hz, IH), 7.88-7.74 (m, 4H), 
7.52-7.36 (m, 4H), 7.25 (dd, J = 4.6, 3.2 Hz, IH), 6.96-6.85 (m, 2H), 6.80 (brd, J = 
8.0 Hz, IH), 6.73 (brs, IH), 6.53 (d, J = 16.0 Hz, IH), 4.27 (t, J = 6.6 Hz, 2H), 3.95 
(s, 2H), 3.30 (t, J = 6.6 Hz, 2H)o 

mmm3 (i 9) 

4- (2- (2- (i-:7-$fU>-2—()\y) -4- (If^^-;!/ 



TLC : Rf 0.35 : g^m^5^;v= 1:1); 

NMR (200 MHz, CDCI3) : 6 l.BA-im (m, 3H), 7.69 (brs, IH), 7.54 (d, J = 1.6 
Hz, IH), 7.50-7.32 (m, 4H), 7.02 (d, J = 7.6 Hz, IH), 6.74-6.64 (m, 2H), 6.25 (t, J = 
2.1 Hz, IH), 5.24 (s, 2H), 4.18 (t, J = 6.6 Hz, 2H), 3.21 (t, J = 6.6 Hz, 2H), 2.57 (t, J 
= 7.5 Hz, 2H), 2.20 (t, J = 7.4 Hz, 2H), 1.88-1.68 (m, 2H)o 

^^#13 (2 0) 

(2E)-3-(2-(2 - (^7^l/>- l--r;W - 4- (If 

;v- 1— r;^^9^;v) y^=:-)]/) -2-rn^>^ 
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COOH 



T L C : R f 0.26 : mM=^'^^^= 1:1) ; 

NMR (200 MHz, CDQs) : 6 8.14-8.02 (m, 2H), 7.90-7.72 (m, 2H), 7.60-7.34 (m, 
7H), 6.76 (brd, J = 8.0 Hz, IH), 6.70 (brs, IH), 6.53 (d, J = 16.2 Hz, IH), 6.27 (t, J = 
5 2.1 Hz, IH), 5,26 (s, 2H), 4.32 (t, J = 7.0 Hz, 2H), 3.62 (t, J = 7.0 Hz, 2H)o 

mmm 3(21) 

(2E) -3- (2- (3- (i-y^u>-2—(;i) yu-^^-y) -4- 

^COOH 



T L C : R f 0.26 {^^-y-^ : mm:^'^J\y= 1:1) ; 
NMR (200 MHz, CDCI3) : 6 8.09 (d, J = 16.2 Hz, IH), 7.84-7.72 (m, 3H), 
7.66-7.30 (m, 7H), 6.77 (brd, J = 8.0 Hz, IH), 6.66 (brs, IH), 6.59 (d, J = 16.2 Hz, 
IH), 6.27 (t, J = 2.1 Hz, IH), 5.28 (s, 2H), 4.00 (t, J = 6.3 Hz, 2H), 2.97 (t, J = 7.5 Hz, 
15 2H), 2.32-2.14 (m, 2H) o 

mmm3 (22) 

(2E) -3- (2- (2- i±y^]y>-2—()]y) 3^h=¥S/) -4-7 
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T L C : R f 0.52 : mM^^JV= 1:1); 

N M R (300 MHz, CDCI3) : 6 8.13 (d, J = 16 Hz, IH), 7.87-7.76 (m, 4H), 7.57- 
5 7.39 (m, 4H), 7.34-7.24 (m, 2H), 7.06-6.92 (m, 5H), 6.56 (d, J = 16 Hz, IH), 5.05 (s, 
2H), 4.35 (t, J = 6.8 Hz, 2H), 3.33 (t, J = 6.8 Hz, 2H)o 

mmms (2 s) 

2- (2- (2- (:^7^l/>-2 — r;i/) :nh=3^S^) -4- (tf'^^/~;i/ 
10 -1 — {JV^9-J\y)y:^=-J]y)BM 




T L C : Rf 0.48 (^^^^ : Wm.:^^)\^= 1:4); 
NMR (300 MHz, CDCI3) : 6 7.83-7.73 (m, 3H), 7.68 (s, IH), 7.54 (d, J = 1.8 Hz, 
IH), 7.49-7.32 (m, 4H), 7.11 (d, J = 7.5 Hz, IH), 6.74 (dd, J = 7.8, 1.5 Hz, IH), 6.69 
15 (d, J = 1.5 Hz, IH), 6.26 (t, J = 2.1 Hz, IH), 5.26 (s, 2H), 4.17 (t, J = 6.6 Hz, 2H), 
3.58 (s, 2H), 3.17 (t, J = 6.6 Hz, 2H)o 

mmms (2 4) 

(2E) -3- (2- (2- (:^:7^l/>-2— r;i/) J^h=^^) -4- (2 
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COOH 



TLC : Rf 0.36 (^^DD5^^;l/A : ?^^J—;\y= 10:1) ; 
NMR (200 MHz, CDCla) : 6 8.10 (d, J = 16.0 Hz, IH), 7.90-7.76 (m, 4H), 
5 7.52-7.36 (m, 4H), 6.86-6.76 (m, 2H), 6.54 (d, J = 16.0 Hz, IH), 4.41 (s, 2H), 4.31 (t, 
J = 6.5 Hz, 2H), 3.32 (t, J = 6.5 Hz, 2H), 3.24 (t, J = 7.0 Hz, 2H), 2.45 (t, J = 8.0 Hz, 
2H), 2.10-1.88 (m, 2H)o 

mmm 3(25) 

10 2- (2- (2- ii-:7^]y>-2 — r;V) a:.h^-» -4- (If^^/— ;V 

^O^ ^COOH 



TLC : Rf 0.68 (^nD5}s;VA : ^^7— ;i/ \ Wm.= 2 0:1:1) ; 
NMR (300 MHz, CDCI3) = ^ 7.83-7.75 (m, 3H), 7.70 (s, IH), 7.55 (dd, J = 1.8, 0.6 
15 Hz, IH), 7.49-7.32 (m, 4H), 6.84 (d, J = 7.8 Hz, IH), 6.78-6.71 (m, 2H), 6.26 (t, J = 
2.1 Hz, IH), 5.22 (s, 2H), 4.59 (s, 2H), 4.25 (t, J = 7.1 Hz, 2H), 3.25 (t, J = 7.1 Hz, 
2H)o 




mm 3(26) 
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(2E) -3- (2- (2- {±:7^U>-2-4 )^) =^h^-» -4 — ^ 



TL C : Rf 0.46 : mM=^^))y= 1:1); 

5 N M R (300 MHz, CDCI3) : d 8.06 (d, J = 16 Hz, IH), 7.87-7.76 (m, 4H), 7.50- 
7.29 (m, 9H), 6.60-6.51 (m, 2H), 6.46 (d, J = 16 Hz, IH), 5.05 (s, 2H), 4.29 (t, J = 
6.8 Hz, 2H), 333 (t, J = 6.8 Hz, 2H)o 

mmm3 (27) 



10 (2E) -3- (2- (2- a-y-^U^-Z-^^V) Jih^^y) 

^COOH 



TLC : Rf 0.48 (^DD7^^;l/A : p<i^y— ;v= 5 : 1) ; 
NMR (200 MHz, DMSO-de) : 6 7.92-7.80 (m, 5H), 7.62-7.40 (m, 4H), 7.01 (brs, 
15 IH), 6.88 (d, J = 7.6 Hz, IH), 6.50 (d, J = 16.0 Hz, IH), 4.33 (t, J = 6.4 Hz, 2H), 3.37 
(s, 2H), 3.26 (t, J = 6.4 Hz, 2H), 2.13 (s, 6H)o 

mmms (2 8) 

(2E) -3- (2- (2- (:^7^1/>-2--r;V) ^h^^» -4-y 
20 ;i/:i7;w-?^'f ;i/7ai::^;i') -z-yu^^m 





116 



wo 03/016254 



PCT/JP02/08120 




COOH 



TLC : Rf 0.40 (^UU-^JVA : ^iS^y— ;V= 10:1) ; 
NMR (200 MHz, DMSO-ds) : 6 10.26 (s, IH), 7.98-7.70 (m, 8H), 7.65-7.30 (m, 
7H), 7.12 (t, J = 7.3 Hz, IH), 6.67 (d, J = 16.2 Hz, IH), 4.49 (t, J = 6.4 Hz, 2H), 3.42- 
5 3.24 (m, 2H)o 

mmms (2 9) 

(2E) -3- (2- (2-73i-;i/a^ -4- (t^^^/— 

^COOH 



TLC : Rf 0.57 (^nD^;i/A : ^^y— ;i/=9 : 1) ; 
NMR (300 MHz, CDCI3) : 6 8.03 (d, J = 16 Hz, IH), 7.57 (d, J = 2.1 Hz, IH), 
7.46 (d, J = 8.0 Hz, IH), 7.40 (d, J = 2.1 Hz, IH), 7.37-7.20 (m, 5H), 6.78 (d, J = 8.0 
Hz, IH), 6.71 (s, IH), 6.50 (d, J = 16 Hz, IH), 6.30 (t, J = 2.1 Hz, IH), 5.31 (s, 2H), 



^^J3 (3 0) 

(2E) -3- (2- (i-yd^]y>-2-'iJ\y?^h^-y^^J]y) -4- (b° 

117 
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15 4.18 (t, J = 6.9 Hz, 2H), 3.13 (t, J = 6.9 Hz, 2H)o 
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TLC : Rf 0.38 (^7DD7^;i/A : ;V= 19:1) ; 

NMR (300 MHz, CDCI3) : 6 8.12 (d, J = 16 Hz, IH), 7.88-7.78 (m, 4H), 7.61 (d, 
J = 8.1 Hz, IH), 7.57 (d, J = 2.2 Hz, IH), 7.53-7.39 (m, 4H), 7.27 (m, IH), 7.17 (d, J 
5 = 8.1 Hz, IH), 6.40 (d, J = 16 Hz, IH), 6.30 (t, J = 2.2 Hz, IH), 5.35 (s, 2H), 4.75 (s, 
2H), 4.65 (s, 2H)o 



mmm3 o p 

(2E) -3 - (2- ( (3E) -A-y^^—Jl^-S-y^y^—M^i^) - 




T L C : R f 0.23 (^^^Pi^V : i^m3i^;i/= 1:1) ; 
NMR (200 MHz, CDCI3) : 6 8.03 (d, J = 16.0 Hz, IH), 7.58-7.18 (m, 8H), 
6.81-6.74 (m, 2H), 6.56 (d, J = 16.0 Hz, 2H), 6.34-6.19 (m, 2H), 5.33 (s, 2H), 4.10 (t, 
15 J = 6.5 Hz, 2H), 2.74 (q, J = 6.5 Hz, 2H)o 



mmms (s 2) 

(2E) -3- (2- (2-t KD=3pSx-3-:7:3^y=3p$/7'D7j<^S/) -4 
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COOH 



TLC : Rf 0.47 (^nD4^;PA : ^^y— ;V=9 : 1) ; 
N M R (300 MHz, DMSO-d^) : 6 12.28 (bs, IH), 7.86-7.77 (m, 2H), 7.62 (d, J = 
8.0 Hz, IH), 7.46 (dd, J = 2.0, 0.8 Hz, IH), 7.32-7.23 (m, 2H), 7.03-6.88 (m, 4H), 
5 6.73 (d, J = 8.0 Hz, IH), 6.52 (d, J = 16 Hz, IH), 6.27 (t, J = 2 .0 Hz, IH), 5.47 (bs, 
IH), 5.33 (s, 2H), 4.26-3.99 (m, 5H)o 

mmM3 (3 3) 

(2E) -3 - (2- (2 - (1, 4-^>'JP:t^V->-e — r;i/) :i^h 

^COOH 



TLC : Rf 0.44 (^nD7j^;VA : ^^57^—;!/= 10:1) ; 
NMR (300 MHz, CDCI3) : 6 8.01 (d, J = 16.0 Hz, IH), 7.57 (d, J = 2.0 Hz, IH), 
7.46 (d, J = 8.0 Hz, IH), 7.40 (d, J = 2.0 Hz, IH), 6.83-6.73 (m, 4H), 6.70 (s, IH), 
15 6.48 (d, J = 16.0 Hz, IH), 6.30 (t, J = 2.0 Hz, IH), 5.30 (s, 2H), 4.23 (br, 4H), 4.13 (t, 
J = 7.0 Hz, 2H), 3.01 (t, J = 7.0 Hz, 2H)o 

mmms (3 4) 



(2E) -3- (2- (2- (1, 4-^>V-:^:t^V->-2-^J\y) :x.h 
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^COOH 



TL C : Rf 0.44 (^^D^p^^;l/A : ^^y— ;i/= 10:1) ; 
NMR (300 MHz, CDCI3) ; 6 8.02 (d, J = 16.0 Hz, IH), 7.58 (dd, J = 2.0, 0.5 Hz, 
IH), 7.50 (d, J = 8.0 Hz, IH), 7.43 (dd, J = 2.0, 0.5 Hz, IH), 6.88-6.76 (m, 6H), 6.48 
(d, J = 16.0 Hz, IH), 6.32 (t, J = 2.0 Hz, IH), 5.33 (s, 2H), 4.42 (dq, J = 2.0, 7.0 Hz, 
IH), 4.32 (dd, J = 11.0, 2.0 Hz, IH), 4.29-4.15 (m, 2H), 4.00 (dd, J = 11.0, 7.0 Hz, 
IH), 2.18 (q, J = 7.0 Hz, 2H)o 

mmm3 o s) 



(2E) -3- (2- (2- (i-y^U>-2-4JV) rch^ps^) -4--> 

^COOH 



TLC : Rf 0.52 {^uti-^JVJ^ : ;i/= 10:1) ; 

NMR (300 MHz, DMSO-dg) : 6 7.94-7.78 (m, 5H), 7.69 (d, J = 7.8 Hz, IH), 
7.60-7.42 (m, 3H), 7.12 (s, IH), 6.96 (d, J = 7.8 Hz, IH), 6.54 (d, J = 15.9 Hz, IH), 
4.37 (t, J = 6,6 Hz, 2H), 4.04 (s, 2H), 3.40-3.20 (m, 2H)o 
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(2E) -3 - (2- (2- (i-y^U>-2-^ -4 



TLC : Rf 0.35 : ^^y~;i/= 19:1) ; 

5 N M R (300 MHz, CDCI3) : d 8.20 (d, J = 16 Hz, IH), 7.75-7.66 (m, 3H), 7.63- 
7.56 (m, 2H), 7.45-7.37 (m, 2H), 7.35-7.27 (m, IH), 7.20-7.04 (m, 4H), 6.41 (d, J = 
16 Hz, IH), 6.30 (t, J = 2.1 Hz, IH), 5.35 (s, 2H), 4.23 (t, J = 6.7 Hz, 2H), 3.28 (t, J = 
6.7Hz,2H)o 

10 mmm 3(37) 

(2E) -3- (2- (2- (N-^^-^Z-f ;i/-N-pig=-;i/T^y) 
sy) -4- (t:^^/— 1 — r;i/p<^;v) ^'oz— ;i/) -2-rD^>^ 

^COOH 



TLC : Rf 0.30 (i57DD4s;i/A : y^^^—J\/= 10:1) ; 
15 N M R (500 MHz, DMSO-dfi at 100 degrees) :6 7.80 (d, J = 16.0 Hz, IH), 7.73 (d, 
J = 2.0 Hz, IH), 7.57 (d, J = 8.0 Hz, IH), 7.46 (d, J = 2.0 Hz, IH), 7.41-7.36 (m, 5H), 
6.98 (s, IH), 6.80 (d, J = 8.0 Hz, IH), 6.44 (d, J = 16.0 Hz, IH), 6.26 (t, J = 2.0 Hz, 
IH), 5.32 (s, 2H), 4.25 (brt, 2H), 3.78 (brt, 2H), 3.02 (s, 3H)o 
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(2E) -3- (2- (2- (i-y^U>-2—fJV) 3ih:3p.» -4-y 

^COOH 



5 TLC : Rf 0.60 (^D^7^^;VA : ;v= 9 : 1) ; 

NMR (300 MHz, DMSO-d^) : 6 12.30 (brs, IH), 7.92-7.75 (m, 5H), 7.60-7.42 (m, 
4H), 7.37-7.12 (m, 5H), 7.05 (s, IH), 6.94 (d, J = 7.8 Hz, IH), 6.48 (d, J = 16.2 Hz, 
IH), 4.26 (t, J = 6.6 Hz, 2H), 4.23 (s, 2H), 3.24 (t, J = 6.6 Hz, 2H)o 

10 mmm3 (3 9) 

(2E) -3 - (2 - (2- (^>^/-r;i/T^y) 3ihdri/) -4- (t!^ 

XOOH 



TLC : Rf 0.31 (^nn7j^;VA : ^^y— ;i/= 10:1) ; 
15 NMR (300 MHz, CDCI3) : 6 7.92 (d, J = 15.5 Hz, IH), 7.77 (d, J = 7.0 Hz, 2H), 
7.56 (s, IH), 7.50-7.36 (br, 5H), 6.81-6.64 (m, 4H), 6.30 (br, IH), 5.30 (br, 2H), 4.15 
(br, 2H), 3.92 (br, 2H)o 
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mmm3 (4 0) 

(2E) -3- (2- (2-^ :i^y^iyy°ti7ii:^^) -4- 

^COOH 



5 TL C : Rf 0.42 (^DD4^;i/A : ^^y— ;V= 9 : 1) ; 

NMR (300 MHz, DMSO-d^) : 6 12.29 (brs, IH), 7.83 (d, J = 2.1 Hz, IH), 7.79 (d, 
J = 16.2 Hz, IH), 7.62 (d, J = 7.8 Hz, IH), 7.50-7.44 (m, IH), 7.34-7.23 (m, 2H), 
7.06-6.88 (m, 4H), 6.74 (d, J = 8.1 Hz, IH), 6.53 (d, J = 16.2 Hz, IH), 6.28 (t, J = 2.1 
Hz, IH), 5.33 (s, 2H), 4.30-4.08(m, 4H), 4.00-3.88 (m, IH), 3.44 (s, 3H)o 

10 

mmm 3 ( 4 i) 

(2E) -3- (2- (2-p<h^S/-2- ii-y^\y>-2--(JV) h 

^iy) -4- 1 — r;vp«5^;v) y:^^)^) -2-y°xi^>m 

^COOH 



15 TLC : Rf 0.59 (^'nD^;^^ : ;i/=9 : 1) ; 

NMR (300 MHz, CDCI3) : 6 8.03 (d, J = 16 Hz, IH), 7.92-7.81 (m, 4H), 7.57- 
7.42 (m, 5H), 7.37 (d, J = 2.1 Hz, IH), 6.78 (dd, J = 8.0, 1.2 Hz, IH), 6.70 (d, J = 1.2 
Hz, IH), 6.60 (d, J = 16 Hz, IH), 6.28 (t, J = 2.1 Hz, IH), 5.28 (s, 2H), 4.78 (dd, J = 
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7.2, 4.5 Hz, IH), 4.27 (dd, J = 9.9, 7.2 Hz, IH), 4.12 (dd, J = 9.9, 4.5 Hz, IH), 3.41 (s, 
3H)o 

mmm3 (4 2) 

5 (2E) -3- (2- (lif^ 

TL C : Rf 0.59 (^nn7}^;VA : p<^y— ;i/= 9 : 1) ; 
N M R (300 MHz, CDCI3) : 6 7.85-7.72 (m, 4H), 7.60 (d, J = 16 Hz, IH), 7.52- 
10 7.38 (m, 5H), 7.12 (d, J = 2.0 Hz, IH), 6.45 (d, J = 16 Hz, IH), 6.17 (t, J = 2.0 Hz, 
IH), 5.16 (s, 2H), 4.21 (t, J = 6.8 Hz, 2H), 3.27 (t, J = 6,8 Hz, 2H)o 

mmms (4 3) 

(2E) -3- (3- (2- {±y^U>-2-^J)y) 3ih:3p>» -4- (1^ 




TL C : Rf 0.59 (^nn7fc;vA : ^^y— ;i/= 9 : 1) ; 
NMR (300 MHz, CDCI3) : 6 7.87 (d, J = 16 Hz, IH), 7.84-7.76 (m, 3H), 7.72 (s, 
IH), 7.53-7.36 (m, 4H), 7.11 (d, J = 2.0 Hz, IH), 7.08 (s, IH), 6.17 (t, J = 2.0 Hz, 
20 IH), 6.12 (d, J = 16 Hz, IH), 4.97 (s, 2H), 4.26 (t, J = 6.8 Hz, 2H), 3.24 (t, J = 6.8 Hz, 
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2H)o 

mmms (44) 

(2E) - 3- (2 - (2 - (^7^l/>-2-^;V) - 4- (N 




TLC : Rf 0.51 (^DD5i^;i/A : ;i/= 19:1) ; 

NMR (300 MHz, DMSO-dfi) : 6 7.89-7.81 (m, 4H), 7.75 (d, J = 16 Hz, IH), 
7.56-7.18 (m, 9H), 6.96 (s, IH), 6.85 (d, J = 8.1 Hz, IH), 6.45 (d, J = 16 Hz, IH), 
10 4.85 (s, 2H), 4.26 (t, J = 6.3 Hz, 2H), 3.21 (t, J = 6.3 Hz, 2H), 3.08 (s, 3H)o 

mmms (4 5) 

(2E) -3- (2- (2- (±y^]y>-2-4J]y) 3:-h^t^) -4- (N 

-T-fe^;i'-N-:7 3i-;i/r^>'^5=-;i/) :7 3in;v) -2-:7-d^>^ 



15 




TLC : Rf 0.67 (^DDPiN;!/^ : p<i5^y— ;V= 9 : 1) ; 
NMR (300 MHz, CDCI3) : 6 8.09 (d, J = 16 Hz, IH), 7.88-7.75 (m, 4H), 7.50- 
7.27 (m, 7H), 7.02-6.94 (m, 2H), 6.82 (s, IH), 6.73 (d, J = 7.8 Hz, IH), 6.53 (d, J = 
16 Hz, IH), 4.85 (s, 2H), 4.25 (t, J = 6.6 Hz, 2H), 3.29 (t, J = 6.6 Hz, 2H), 1.88 (s, 
20 3H)o 
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mmm 3(46) 

(2E) - 3- (2 - (2 - ii-y^\y>-2-^ Jl) :i^h^^) - 4- (N 



T'LC : Rf 0.58 i^UU-^JVA : J—J]y=9 : 1) ; 
N M R (300 MHz, CDCI3) : 6 8.11 (d, J = 16 Hz, IH), 7.89-7.75 (m, 4H), 7.55- 
730 (m, 9H), 7.02-6.61 (m, 2H), 6.55 (d, J = 16 Hz, IH), 4.80-4.22 (m, 4H), 3.34 (t, 
J = 6.6 Hz, 2H), 3.12-2.78 (m, 3H)o 

10 

mmms (4?) 

(2E) -3- (2- (2- ('^y^\y>-2—C;V) m-^^d^iy) -4- 

(if ^v°— 1 — r;vx^;v) 7x.r:;v) -2-yti^>m 

^COOH 



15 TLC : Rf 0.64 (^DD4^;VA : ^^y— ;V=9 : 1) ; 

N M R (300 MHz, CDCI3) : 6 8.02 (d, J = 16 Hz, IH), 7.88-7.74 (m, 4H), 7.57 (d, 
J = 1.8 Hz, IH), 7.50-7.36 (m, 5H), 6.76 (d, J = 8.1 Hz, IH), 6.72 (s, IH), 6.49 (d, J = 
16 Hz, IH), 6.29 (t, J = 2.3 Hz, IH), 5.29 (s, 2H), 4.20-4.06 (m, 2H), 3.47 (m, IH), 
1.54 (d, J = 6.9 Hz, 3H)o 
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mmms (4 8) 

3- (2- ( (i-y^\yy-2-^)\y) tiJ]y^^-)V^h^-» -4- (t^^ 



5 




TL C : Rf 0.57 (^DD7J^;l/A : ?i^^J—JV= 10:1) ; 
NMR (300 MHz, DMSO-dfi) : 6 12.08 (brs, IH), 8.76 (s, IH), 8.20-7.95 (m, 4H), 
7.75-7.60 (m, 3H), 7.36 (d, J = 0.9 Hz, IH), 7.14 (d, J = 7.8 Hz, IH), 6.91 (s, IH), 
6.67 (d, J = 7.8 Hz, IH), 6.18 (t, J = 2.0 Hz, IH), 5.72 (s, 2H), 5.23 (s, 2H), 2.86 (t, J 
10 = 7.7 Hz, 2H), 2.57 (t, J = 7.7 Hz, 2H)o 

mmm 3(49) 

3- (2- (2- ii-y^ly>-2 — f;i/) 3:~h^^) -4- (t^D— 



15 




TL C : Rf 0.42 (^Dn7js;i/A : p<^y— ;v= 10:1) ; 
NMR (300 MHz, CDCI3) : 6 7.84-7.76 (m, 3H), 7.72 (s, IH), 7.47-7.37 (m, 3H), 
7.07 (d, J = 7.5 Hz, IH), 6.66 (t, J = 2.1 Hz, 2H), 6.63 (d, J = 7.5 Hz, IH), 6.55 (d, J 
= 1.5 Hz, IH), 6.18 (t, J = 2.1 Hz, 2H), 4.98 (s, 2H), 4.19 (t, J = 6.6 Hz, 2H), 3.23 (t, 
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J = 6.6 Hz, 2H), 2.87 (t, J = 7.8 Hz, 2H), 2.50 (t, J = 7.8 Hz, 2H)o 

mmms (so) 

3- (2- (2- (±y^]y>-2-4)V) rch^Sy) -4- (4-^^)]y 




TL C : Rf 0.51 (^UU^i^JVA : 10:1) ; 

NMR (300MHz,CDa3) : 6 7.83-7.75 (m, 3H), 7.72 (s, IH), 7.46-7.37 (m, 3H), 
7.32 (s, IH), 7.12-7.06 (m, 2H), 6.72-6.68 (m, 2H), 5.15 (s, 2H), 4.21 (t, J = 6.6 Hz, 
10 2H), 3.23 (t, J = 6.6 Hz, 2H), 2.87 (t, J = 7.8 Hz, 2H), 2.50 (t, J = 7.8 Hz, 2H), 2.03 (s, 
3H)o 

^^J3 (5 1) 

3- (2- (2- (r^:7^l/>-2 — r;V) ^h=^S^) -4- (3, 

15 p<^;i/b°^\/— ;v- 1 — f;i/p<9^;v) 7x.n;i/) :7°d^i>^ 




TLC : Rf 0.51 (^uu-^^]/A : p<^5'y— ;V= 10:1) ; 
NMR (300 MHz, CDCI3) : 6 7.83-7.75 (m, 3H), 7.71 (s, IH), 7.46-7.37 (m, 3H), 
7.04 (d, J = 7.8 Hz, IH), 6.59 (s, IH), 6.55 (d, J = 7.8 Hz, IH), 5.82 (s, IH), 5.13 (s, 
20 2H), 4.19 (t, J = 6.6 Hz, 2H), 3.21 (t, J = 6.6 Hz, 2H), 2.85 (t, J = 7.8 Hz, 2H), 2.49 (t, 
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J = 7.8 Hz, 2H), 2.23 (s, 3H), 2.12 (s, 3H)o 

mmm3 (5 2) 

3- (2- (2- (:^7^1x>-2— :i^h^S^) - 4 -y 3:-—J\y:P^)\y 
5 yu^^ym 




TL C : Rf 0.46 (T-fe h> : h;i/J^>= 1 : 1) ; 

NMR (300 MHz, CDCI3) : 6 7.85-7.77 (m, 3H), 7.72 (s, IH), 7.66-7.37 (m, 8H), 
6.99 (d, J = 7.2 Hz, IH), 6.58 (d, J = 1.8 Hz, IH), 6.41 (dd, J = 7.2, 1.8 Hz, IH), 4.23 
10 (s, 2H), 4.12 (t, J = 6.6 Hz, 2H), 3.22 (t, J = 6.6 Hz, 2H), 2.86 (t, J = 7.8 Hz, 2H), 
2.49 (t, J = 7.8 Hz, 2H)o 

mmm3 (5 3) 

3- (2- (2- (1, V -}fy:^—JV-4-^)\y) J^h=^$^) -4- (l^ 

15 ^^j^-jv-i-^jVyi^))^) y:^=-:f]^) yti^^>m 




TLC : Rf 0.067 i^UUvi^JVA) ; 

NMR (300 MHz, CDCla) : 6 7.60-7.50 (m, 5H), 7.45-7.38 (m, 2H), 7.36-7.30 (m, 
4H), 7.09 (d, J = 7.2 Hz, IH), 6.70 (d, J = 7.2 Hz, IH), 6.68 (s, IH), 6.26 (t, J = 2.1 
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Hz, IH), 5.25 (s, 2H), 4.15 (t, J = 6.6 Hz, 2H), 3.10 (t, J = 6.6 Hz, 2H), 2.88 (t, J = 
8.1 Hz, 2H), 2.53 (t, J = 8.1 Hz, 2H)o 

mmm3 (5 4) 

5 3- (2- (2- (^7^l/>-2 — 3ih:3pSy) -4-^>^J^JVT 




TL C : Rf 0.57 (^^DD7j^;VA : yi^^—;\y= 10:1) ; 
NMR (300 MHz, CDCI3) : d 12.0 (s, IH), 10.1(s, IH), 7.95-7.81 (m, 6H), 
10 7.59-7.41 (m 7H), 7.26 (dd, J = 8.1, 1.8 Hz, IH), 7.05 (d, J = 8.1 Hz, IH), 4.23 (t, J = 
6.3 Hz, 2H), 3,24 (t, J = 6.3 Hz, 2H), 2.70 (t, J = 7.5 Hz, 2H), 2.34 (t, J = 7.5 Hz, 2H)o 

mmms (5 5) 

3- (2- (2- ii-y^l^y-2--(?\^) =^h^Sy) -4- (N-^>^/ 

15 -f ;i/-N-p<5^;i/T5:y) yti^^>m 




T L C : R f 0.56 (^ o D7js;i/A : p< ^ ^ — ;i/= 10:1) ; 
NMR (300 MHz, CDCI3) : 6 7.86-7.75 (m, 3H), 7.65 (s, IH), 7.50-7.40 (m, 2H), 
7.37-7.12 (m, 6H), 6.97 (d, J = 7.8 Hz, IH), 6.58 (dd, J = 7.8, 1.8 Hz, IH), 6.43 (d, J 
20 = 1.8 Hz, IH), 4.01 (t, J = 6.6 Hz, 2H), 3.45 (s, 3H), 3.11 (t, J = 6.6 Hz, 2H), 2.79 (t, 
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J = 8.1 Hz, 2H), 2.44 (t, J = 8.1 Hz, 2H)o 

mmm3 (5 6) 

3- (2- (2- i±y^]y>-2-^)\^) 3ih:3ps^) -4- (n_p<.>;v 

5 -N-yi^JVT^y^) ya^—Jl^) rPy'i^^ 



TL C : Rf 0.56 (^nD4^;i/A : ^^J^y— ;i/= 10:1) ; 
NMR (300 MHz, CDCI3) : 6 7.85-7.76 (m, 3H), 7.75(s, IH), 7.48-7.39 (m, 3H), 
7.12 (d, J = 8.1 Hz, IH), 6.91 (d, J = 2.1 Hz, IH), 6.79 (dd, J = 8.1, 2.1 Hz, IH), 4.28 
10 (t, J = 6.6 Hz, 2H), 3.28 (t, J = 6.6 Hz, 2H), 3.26 (s, 3H), 2.89 (t, J = 8.1 Hz, 2H), 
2.89 (s, 3H), 2.52 (t, J = 8.1 Hz, 2H)o 

mmms (5 7) 

3- (2- (2- (±y^U>-2—(?\y) jr^h^S^) -4-^$/;i/T^y 

15 7 3^::^;v) ymz-^iym. 



TLC : Rf 0.49 (^DD7}^;^A : ;i/= 10:1) ; 

NMR (300 MHz, CDCLs) ^ 12.1 (s, IH), 9.55(s, IH), 7.92-7.80 (m, 4H), 
7.53-7.42 (m 3H), 7.04 (d, J = 8.1 Hz, IH), 6.81 (d, J = 2.4 Hz, IH), 6.67 (dd, J = 8.1, 
20 2.4 Hz, IH), 4.20 (t, J = 6.3 Hz, 2H), 3.21 (t, J = 6.3 Hz, 2H), 2.92 (s, 3H), 2.68 (t, J 
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= 7.8 Hz, 2H), 2.35 (t, J = 7.8 Hz, 2H)o 

mmm3 (ss) 

3- (2- (2- (1, l'-lf7ni-;i/-2— 3^h=¥i^) -4- (If 



TLC : Rf 0.16 (^^V'> : »:n5^;i/= 2 : 1) ; 

N M R (300 MHz, CDCI3) : 6 7.53 (d, J = 3.0 Hz, IH), 7.45-7.21 (m, lOH), 7.07 
(d, J = 7.8 Hz, IH), 6.67 (dd, J = 7,5, 1.2 Hz, IH), 6.51 (s, IH), 6.26 (t, J = 2.1 Hz, 
10 IH), 5.21 (s, 2H), 3.94 (t, J = 7.2 Hz, 2H), 3.08 (t, J = 7.2 Hz, 2H), 2.82 (t, J = 7.5 Hz, 
2H), 2.47 (t, J = 7.5 Hz, 2H)o 

mmms (5 9) 

3- (2- (2- (:^:7^lx>-2 J^h^S^') -4- (-^>^/^ ^ 

15 ^V— 1 — r;i/p«5^;^) -rti^-^ym 





TLC : Rf 0.51 (^nD/}s;i/A : ^^y— ;V= 10:1) 
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NMR (300 MHz, DMSO-dj) : S 8.72 (s, IH), 7.89-7.82 (m, 3H), 7.80 (s, IH), 
7.71-7.61 (m, 2H), 7.52-7.42 (m, 3H), 7.30-7.23 (m, 2H), 7.07 (s, IH), 7.06 (d, J = 
7.5 Hz, IH), 6.78 (d, J = 7.8 Hz, IH), 5.46 (s, 2H), 4.22 (t, J = 6.6 Hz, 2H), 3.18 (t, J 
= 6.6 Hz, 2H), 2.69 (t, J = 8.1 Hz, 2H), 2.34 (t, J = 8.1 Hz, 2H)o 

mmms (6 o) 

3- (2- (2- {i-y^\y>-2 — f;i/) ^t^h^iy) -4- (3-;<5=-;i/ 




TL C : Rf 0.53 (^DD7i^;i/A : pi^^^y— ;V= 10:1) ; 
NMR (300 MHz, CDCI3) : 6 7.84-7.76 (m, 3H), 7.75 (s, IH), 7.49-7.38 (m, 3H), 
7.06 (d, J = 6.9 Hz, IH), 6.78-6.70 (m, 2H), 4.29 (s, 2H), 4,26 (t, J = 6.3 Hz, 2H), 
3.36-3.22 (m, 2H), 3.26 (t, J = 6.3 Hz, 2H), 3.19-3.09 (m, 2H), 2.88 (t, J = 7.8 Hz, 
2H), 2.82 (s, 3H), 2.52 (t, J = 7.8 Hz, 2H)o 

mmms (6 i) 

3- (2- (2- (:J-7^l/>-2— <;!/) 3ih=3E^S/) -4- (2-:t^V 
b°Ui^>-l — f;i/p<^;v) 7ain;i/) y'u^-^lym 
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TLC : Rf 0.53 i^uun-^;]/!^ : :A^^—)\y= 10:1) ; 
NMR (300 MHz, CDCI3) : 6 7.84-7.73 (m, 3H), 7.72 (s, IH), 7.47-7.35 (m, 3H), 
7.29 (m, IH), 7.21 (dd, J = 6.9, 2.1 Hz, IH), 7.08 (d, J = 7.8 Hz, IH), 6.81 (s, IH), 
6.75 (d, J = 7.2 Hz, IH), 6.63 (d, J = 9.0 Hz, IH), 6.12 (dd, J = 6.6, 1.2 Hz, IH), 5.06 
(s, 2H), 4.23 (t, J = 6.6 Hz, 2H), 3.23 (t, J = 6.6 Hz, 2H), 2.87 (t, J = 7.8 Hz, 2H), 
2.50 (t, J = 7.8 Hz, 2H)o 

mmm 3(62) 

3- (2- (2- (1, 1' -t::7ai:r.;i/-3— f ;V) -4- (t° 

;v- 1— r;i/pi^;i/) ^^i— ;i/) y^u^-^^M 




TL C : Rf 0.39 (^UU-^sJlA : J~-)^y= 10:1) ; 
NMR (300 MHz, CDCI3) : 6 1.59-1. OA (m, IIH), 7.09 (d, J = 7.2 Hz, IH), 6.72 
(d, J = 7.5 Hz, IH), 6.67 (s, IH), 6.25 (t, J = 2.1 Hz, IH), 5.24 (s, 2H), 4.15 (t, J = 6.6 
Hz, 2H), 3.14 (t, J = 6.6 Hz, 2H), 2.87 (t, J = 7.5 Hz, 2H), 2.50 (t, J = 7.5 Hz, 2H)o 

mmms (6 s) 

3- (2- (2- (:^7^l/>-2 --r;i/) ^h=3p^» _4_73i^;vx;i/ 
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TLC : Rf 0.69 (^Plii4^;i/A : ;V= 10:1) ; 

N MR (300 MHz, CDCI3) : 6 7.84-7.68 (m, 6H), 7.53-7.36 (m, 6H), 6.93 (d, J = 
8.1 Hz, IH), 6.68 (d, J = 1.8 Hz, IH), 6.58 (s, IH), 6.38 (dd, J = 8.1, 1.8Hz, IH), 
4.16 (t, J = 6.6 Hz, 2H), 3.22 (t, J = 6.6 Hz, 2H), 2.80 (t, J = 7.5 Hz, 2H), 2.46 (t, J = 
5 7.5 Hz, 2H)o 

^^J3 (6 4) 

3- (2- (2- (^y^U>-2—(;]^) ^h=^i^) -4-T-fe^;i/T^ 




TLC : Rf 0.41 (^Dn4^;VA : 10:1) ; 

N M R (300 MHz, CDCI3) : 6 7.84-7.72 (m, 4H), 7.48-7.38 (m, 4H), 7.10 (d, J = 
1.8 Hz, IH), 7.03 (d, J = 8.1 Hz, IH), 6.69 (dd, J = 8.1, 1.8Hz, IH), 4.29 (t, J = 6.6 
Hz, 2H), 3.27 (t, J = 6.6 Hz, 2H), 2.84 (t, J = 7.5 Hz, 2H), 2.48 (t, J = 7.5 Hz, 2H), 
15 2.15 (s, 3H)o 

m^ms (6 5) 

3- (2- (2- (:}-y^]y>-2-^ )V) aih=^S^) -4- (2-p<g^;i/ 



20 
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TLC : Rf 0.56 (^dD7Jn;1/A : ;i/=9 : 1) ; 

N MR (300 MHz, DMSO-d^) : 6 7.98 (dd, J = 4.8, 1.2 Hz, IH), 7.89-7.80 (m, 4H), 
1.53-1 Al (m, 3H), 7.35 (dd, J = 8.3, 1.1 Hz, IH), 7.18-7.05 (m, 3H), 6.92 (dd, J = 
7.7, 1.4 Hz, IH), 5.07 (s, 2H), 4.28 (t, J = 6.4 Hz, 2H), 3.21 (t, J = 6.4 Hz, 2H), 2.73 
5 (t, J = 7.8 Hz, 2H), 2.38 (t, J = 7.8 Hz, 2H), 2.37 (s, 3H)o 

mmms (6 6) 

3- (2- (4-^5=-;i/-2 - (:^:7^ix>- i--r;v) 



10 




TL C : Rf 0.59 (^nD7}^;i/A : t^^J^^— ;i/= 10:1) ; 
NMR (300 MHz, DMSO-d,) : 6 8.23 (d, J = 8.4 Hz, IH), 7.91 (m, IH), 7.84-7.68 
(m, 2H), 7.62-7.34 (m, 5H), 6.98 (d, J = 7.2 Hz, IH), 6.81 (s, IH), 6.60 (d, J = 7.2 Hz, 
IH), 6.20 (t, J = 2.1 Hz, IH), 5.18 (s, 2H), 4.18-3.99 (m, 3H), 2.54 (t, J = 7.5 Hz, 2H), 
15 2.16 (t, J = 7.5 Hz, 2H), 1.99-1.78 (m, 2H), 1.44 (m, IH), 0.87 (d, J = 6.6 Hz, 
3H), .082 (d, J = 6.6 Hz, 3H)o 

^^J3 (6 7) 

3- (2- (2- {^y^J^:^y — r;!/) -4- (t°-^ 

20 1— r;vp<^;v) -rxj^-^i^m. 
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TLC : Rf 0.49 UUvt^JVA : yi^J—)V= 10:1) ; 
NMR (300 MHz, DMSO-dg) : 6 7.97 (dd, J = 6.6, 1.2 Hz, IH), 7.90 (dd, J = 6.6, 
1.5 Hz, IH), 7.76 (d, J = 1.5 Hz, IH), 7.54 (s, IH), 7.45-7.33 (m, 3H), 7.04 (d, J = 
5 7.8 Hz, IH), 6.88 (s, IH), 6.64 (d, J = 7.8 Hz, IH), 6.23 (t, J = 2.1 Hz, IH), 5.23 (s, 
2H), 4.22 (t, J = 6.6 Hz, 2H), 3.31 (t, J = 6.6 Hz, 2H), 2.68 (t, J = 7.5 Hz, 2H), 2.33 (t, 
J = 7.5 Hz, 2H)o 

mmm\3 (6 8) 

10 3- (2- (2- {^y-$^]y>-2—f)V) ^h^^p^/) -4- {\^VZ»- 

3 — r;v;r^^y^5^;v) 7i.r:;i/) yu^-^>m 




TL C : Rf 0.50 (^nD3fc;PA : ;i/= 9:1) ; 

NMR (300 MHz, DMSO-d«) : 6 8.32 (d, J = 2.7 Hz, IH), 8.14 (dd, J = 4.7, 1.4 Hz, 
15 IH), 7.89-7.80 (m, 4H), 7.54-7.38 (m, 4H), 7.30 (m, IH), 7.11 (d, J = 7.8 Hz, IH), 
7.06 (d, J = 1.5 Hz, IH), 6.92 (dd, J = 7.8, 1.5 Hz, IH), 5.09 (s, 2H), 4.27 (t, J = 6.4 
Hz, 2H), 3.21 (t, J = 6.4 Hz, 2H), 2.73 (t, J = 7.6 Hz, 2H), 2.38 (t, J = 7.6 Hz, 2H)o 

mmms (6 9) 

20 3- (2- (2- (-rvK-;^-!— r>'l^) :3ih^>» -4- (lf^V^-;i/ 
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COOH 



T L C : R f 0.48 i^^^> : W^rn^;v= 1:2); 
N M R (300 MHz, CDCI3) : d 7.61 (d, J = 8.1 Hz, IH), 7.53 (dd, J = 2.1, 0.6 Hz, 
5 IH), 7.37 (dd, J = 8.1, 0.8 Hz, IH), 7.31 (dd, J = 2.1, 0.6 Hz, IH), 7.25-7.17 (m, 2H), 
7.13-7.05 (m, 2H), 6.71 (dd, J = 7.7, 1.7 Hz, IH), 6.56 (d, J = 1.2 Hz, IH), 6.50 (dd, J 
= 3.3, 0.9 Hz, IH), 6.25 (t, J = 2.1 Hz, IH), 5.20 (s, 2H), 4.51 (t, J = 5.3 Hz, 2H), 
4.20 (t, J = 5.3 Hz, 2H), 2.82 (t, J = 7.7 Hz, 2H), 2.44 (t, J = 7.7 Hz, 2H)o 

10 mmms (to) 

3- (2- (2- (l-^5^;M>'h'~;i/-2— <;1/) - 4- (t: 

^COOH 



TLC : Rf 0.42 (^utJyi^JVA : p<^y— ;i/= 10:1) ; 
15 NMR (300 MHz, CDCI3) : 6 7.60 (d, J = 7.8 Hz, IH), 7.53 (d, J = 1.8 Hz, IH), 
733 (d, J = 1.8 Hz, IH), 7.32-7.05 (m, 4H), 6.95 (s, IH), 6.73-6.65 (m, 2H), 6.25 (t, 
J = 1.8 Hz, IH), 5.23 (s, 2H), 4.16 (t, J = 6.6 Hz, 2H), 3.72 (s, 3H), 3.22 (t, J = 6.6 Hz, 
2H), 2.90 (t, J = 7.8 Hz, 2H), 2.55 (t, J = 7.8 Hz, 2H)o 
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^^J3 (7 1) 

3- (2- (2- 2 — r;V) a^h^^y) -4- (If-^ 




TL C : Rf 0.47 (^nn4^;VA : p<^y— ;i/= l O : l) ; 
N M R (300 MHz, DMSO-d^) : 6 7.86 (m, IH), 7.78 (d, J = 1.8 Hz, IH), 7.73 (m, 
IH), 7.43 (d, J = 1.8 Hz, IH), 7.35-7.23 (m, 3H), 7.07 (d, J = 7.5 Hz, IH), 6.88 (s, 
IH), 6.66 (d, J = 7.5 Hz, IH), 6.24 (t, J = 1.8 Hz, IH), 5.25 (s, 2H), 4.20 (t, J = 6.0 
Hz, 2H), 3.36 (t, J = 6.0 Hz, 2H), 2.76 (t, J = 7.8 Hz, 2H), 2.39 (t, J = 7.8 Hz, 2H)o 

mmms (72) 

3- (2- (2- (^>^/7^>-2 — r;i/) :r.h^iy) -4- (If^^/— 

J]/- 1-^ :7^^;i/) yuz-^^m 




T L C : R f 0.45 (^Uti-^JVA : p< ^ ^ — ;V= 10:1) ; 
NMR (300 MHz, DMSO-dfi) : 6 7.78 (d, J = 1.8 Hz, IH), 7.55-7.46 (m, 2H), 7.43 
(d, J = 1.8 Hz, IH), 7.26-7.14 (m, 2H), 7.05 (d, J = 7.8 Hz, IH), 6.91 (s, IH), 6.70- 
6.62 (m, 2H), 6.24 (t, J = 1.8 Hz, IH), 5.25 (s, 2H), 4.26 (t, J = 6.3 Hz, 2H), 3.25 (t, J 
= 6.3 Hz, 2H), 2.68 (t, J = 7.8 Hz, 2H), 2.35 (t, J = 7.8 Hz, 2H)o 
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mmm3 (73) 

3- (2- (2- (i-y^U>-2--C :^h^t^) -4- (2-p<5=-;V 



5 




TL C : Rf 0.39 (^nn5^;i/A : p^iS^y— ;i/= 9 : 1) ; 
NMR (300 MHz, CDCI3) : 6 8.24 (d, J = 3.0 Hz, IH), 7.85-7.72 (m, 4H), 
7.50-7.38 (m, 3H), 7.20-7.12 (m, 2H), 7.04 (d, J = 8.4 Hz, IH), 6.95-6.85 (m, 2H), 
4.99 (s, 2H), 4.29 (t, J = 6.6 Hz, 2H), 3.28 (t, J = 6.6 Hz, 2H), 2.91 (t, J = 8.1 Hz, 2H), 
10 2.54 (t, J = 8.1 Hz, 2H), 2.48 (s, 3H)o 

mmms (74) 

3- (2- (2- ii-y'^\y>-2-'iJ\y) J^h^i^) -4- (1^>;S?>- 

2— r;v:r=^i^) y:t.=.;]/) >^n>'i>^ 




TLC : Rf 0.41 (^^-^^ : Wm=^^J\y= 1:1) ; 
NMR (300 MHz, CDCI3) : S 8.20 (m, IH), 7.84-7.61 (m, 5H), 7.48-7.37 (m, 3H), 
7.13 (d, J = 8.1 Hz, IH), 6.97 (m, IH), 6.86 (dt, J = 8.4, 1.1 Hz, IH), 6.68-6.59 (m, 
2H), 4.22 (t, J = 6.7 Hz, 2H), 3.26 (t, J = 6.7 Hz, 2H), 2.90 (t, J = 7.9 Hz, 2H), 2.55 (t, 
20 J = 7.9 Hz, 2H)o 
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mmms (75) 

3- (2- (2- (±y^]y>-l-4J\^) ^h^-» -4- (if^^/— ;v 




TL C : Rf 0.30 (^nn5fc;i/A : y'^y—Jl= 10:1) ; 
N M R (300 MHz, CDCI3) : 6 8.07 (d, J = 8.1 Hz, IH), 7.87 (d, J = 7.5 Hz, IH), 
7.76 (dd, J = 6.3, 3.3 Hz, IH), 7.57-7.42 (m, 5H), 7.33 (d, J = 2.4 Hz, IH), 7.08 (d, J 
= 7.5 Hz, IH), 6.69 (d, J = 7.5 Hz, IH), 6.66 (s, IH), 6.24 (t, J = 2.4 Hz, IH), 5.21 (s, 
2H), 4.27 (t, J = 6.6 Hz, 2H), 3.56 (t, J = 6.6 Hz, 2H), 2.85 (t, J = 7.2 Hz, 2H), 2.49 (t, 
J = 7.2 Hz, 2H)o 

^#113 (7 6) 

3- (2- (2- (^D x'>-2--r;i/) 3ih:3psx) -4- (If^^/— ;v- 
1-^ jv^^jv) :7a^n;i/) yuj-^>m. 




TLC : Rf 0.31 i^utiT^r^^VA : ;i/= 10:1) ; 

NMR (300 MHz, CDCI3) : d 7.55 (d, J = 1.2 Hz, IH), 7.39 (d, J = 1.8 Hz, IH), 
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7.13 (d, J = 8.4 Hz, IH), 7.09-7.02 (m, 2H), 6.87-6.70 (m, 4H), 6.28 (t, J = 1.8 Hz, 
IH), 5.28 (s, 2H), 4.35-4.09 (m, 3H), 2.92 (t, J = 7.2 Hz, 2H), 2.90-2.70 (m, 2H), 
2.61 (t, J = 7.2 Hz, 2H), 2.20-2.00 (m, 3H), 1.88-1.75 (m, lH)o 

5 ^^J3 (7 7) 

3- (2- (2- (:^7^l^>-2-^;V) - 4-y:^y^->y 



T L C : R f 0.60 : WFB.:^^J\y= 1:1); 

10 N M R (300 MHz, CDCI3) : 6 7.84-7.70 (m, 4H), 7.50-7.25 (m, 5H), 7.14-6.94 (m, 
4H), 6.56 (d, J = 2.4 Hz, IH), 6.47(dd, J = 8.1, 2.4 Hz, IH), 4.19 (t, J = 6.5 Hz, 2H), 
3.25 (t, J = 6.5 Hz, 2H), 2.88 (t, J = 7.8 Hz, 2H), 2.53 (t, J = 7.8 Hz, 2H)o 

mmm3 (7 8) 

15 3- (2- (2- (l-p<^;W>F-;V-3--l';i/) 3^h=3p.» _4_ (t^ 

1 --r;i/p<^;i/) 7a:r:;v) y°u^-^>m 

^COOH 



TLC : Rf 0.38 (^DD3Jn;VA : ;i/= 15:1) ; 

NMR (300 MHz, CDCls) : 6 7.61 (m, IH), 7.53 (d, J = 1.8 Hz, IH), 7.34 (d, J = 
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1.8 Hz, IH), 7.33-7.19 (m, 3H), 7.16-7.08 (m, 2H), 6.96 (s, IH), 6.74-6.66 (m, 2H), 
6.25 (t, J = 1.8 Hz, IH), 5.23 (s, 2H), 4.17 (t, J = 6.6 Hz, 2H), 3.75 (s, 3H), 3.22 (t, J 
= 6.6 Hz, 2H), 2.91 (t, J = 8.1 Hz, 2H), 2.56 (t, J = 8.1 Hz, 2H)o 

5 mmms (79) 

3- (2- (2- (i-y^u>-2 — f;i/) ^h^^» -4- (4-p<9^;i/ 
^^\/— 1— r;i/p«5=-;i/) :7airi;v) rn^i^m 



TL C : Rf 0.45 (^DD3j^;i/A : ;i/= 7:1) ; 

10 N M R (300 MHz, CDCI3) : 6 7.84-7.58 (m, 5H), 7.47-7.36 (m, 3H), 7.14-7.07 (m, 
IH), 6.88-6.44 (m, 3H), 4.93 and 4.91 (s, 2H), 4.22-4.08 (m, 2H), 3.27-3.17 (m, 2H), 
2.95-2.85 (m, 2H), 2.60-2.49 (m, 2H), 2.20 and 2.08 (s, 3H)o 

mmms (8 o) 

15 3- (2- (4-^5=-;i/-2 - (:^:7^l/>'-2--r;i/) ^>^;i':4-=^^) 

-4- (tf^y— — r;i/p<5^;i/) :7ai^;v) yx2^-^>m 





TLC : Rf 0.47 {^UU^^JVA : pi^J^y— ;i/= 10:1) 
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NMR (300 MHz, CDCI3) : 6 7.83-7.76 (m, 3H), 7.70 (s, IH), 7.53 (d, J = 1.8 Hz, 
IH), 7.47-7.37 (m, 3H), 7.34 (d, J = 1.8 Hz, IH), 7.05 (d, J = 7.5 Hz, IH), 6.71-6.64 
(m, 2H), 6.26 (t, J = 1.8 Hz, IH), 5.23 (s, 2H), 4.14-3.99 (m, 2H), 3.33 (m, IH), 2.89- 
2.66 (m, 2H), 2.35 (t, J = 7.5 Hz, 2H), 1.88-1.42 (m, 3H), 0.91 (d, J = 6.3 Hz, 3H), 
5 0.89 (d, J = 6.3 Hz, 3H)o 

mmm3 (8 i) 

3- (2- (2- (±y^\y>-2—()V) 3ib:^$/) -4- (2-S>'Ty 



10 




TLC : Rf 0.51 (^5^dd:^;1/A : piiJ^y— ;v=9 : 1) ; 
NMR (300 MHz, CDCI3) : d 8.27 (dd, J = 4.5, 1.2 Hz, IH), 7.84-7.70 (m, 4H), 
7.50-7.27 (m, 5H), 7.13 (d, J = 7.8 Hz, IH), 6.96 (s, IH), 6.87 (d, J = 7.5 Hz, IH), 
5.17 (s, 2H), 4.31 (t, J = 6.3 Hz, 2H), 3.28 (t, J = 6.3 Hz, 2H), 2.89 (t, J = 8.1 Hz, 2H), 
15 2.52 (t, J = 8.1 Hz, 2H)o 

mmms (8 2) 

3- (2- (2-^ {±y'^V>-2-^)\/) nibdri^) -4 



20 
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TLC : Rf 0.31 (^tiU7i^)VA : ;V= 10:1) ; 

N M R (300 MHz, CDCI3) : 6 7.90-7.80 (m, 4H), 7.55-7.45 (m, 4H), 7.33 (d, J = 
2.1 Hz, IH), 7.08 (d, J = 7.8 Hz, IH), 6.71 (dd, J = 7.8, 1.5 Hz, IH), 6.64 (s, IH), 
6.25 (t, J = 2.1 Hz, IH), 5.23 (s, 2H), 4.73 (dd, J = 6.9, 4.8 Hz, IH), 4.22 (dd, J = 9.9, 
5 6.9 Hz, IH), 4.07 (dd, J = 9.9, 4.8 Hz, IH), 3.37 (s, 3H), 2.87 (t, J = 7.5 Hz, 2H), 
2.53 (dt, 7.5, 7.5 Hz, 2H)o 



mmm3 (8 3) 

3- (2- (4-p<5^;i/-2 -7^::— ;i/^>5^;i/:4-^S^) -4- (If^^/— 

10 ;v- i->r;i'^5=-;i') y=^~^\^) rn^ivm 




TLC : Rf 0.44 (^OD7}^;i/A : ;V= 10:1) ; 

NMR (300 MHz, CDCI3) : 6 7.54 (m, IH), 7.38-7.17 (m, 6H), 7.07 (d, J = 7.5 Hz, 
IH), 6.69 (dd, J = 7.5, 1.5 Hz, IH), 6.65 (s, IH), 6.26 (t, J = 2.4 Hz, IH), 5.24 (s, 2H), 
15 4.06-3.91 (m, 2H), 3.15 (m, IH), 2.90-2.68 (m, 2H), 2.40 (t, J = 7.8 Hz, 2H), 1.78- 
1.40 (m, 3H), 0.89 (d, J = 6.6 Hz, 3H), 0.87 (d, J = 6.6 Hz, 3H)o 



mmms (8 4) 

3_ (2- {4-?^^)V-2-y :c.:=.J]/^>^JV:t^-» - A-y 
20 ^5^;i/7 3i:n;v) -rUf-Mym 
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COOH 



TLC : Rf 0.35 : i^^3^5^;i/= 2 : 1) o 

mmm3 (8 s) 

5 3- (2- (2- (i'y^U>-2-^;]y) ^h=^S^) -4-73iy^S/p< 



T L C : R f 0.21 : i^^3^5^;i'= 2:1); 

N MR (300 MHz, CDd^) : 6 7.82-7.78 (m, 3H), 7.74 (brs, IH), 7.48-7.39 (m, 3H), 
10 7.30-7.25 (m, 2H), 7.13 (d, J = 7.8 Hz, IH), 6.97-6.90 (m, 5H), 4.99 (s, 2H), 4.29 (t, 
J = 6.6 Hz, 2H), 3.27 (t, J = 6.6 Hz, 2H), 2.93-2.88 (m, 2H), 2.56-2.51 (m, 2H)o 

mmm 3(86) 

3- (2- (2- (±y^u>-2-^;]y) J^h^S^) - 4 -:7 5: 
15 ^ yu^-^>m. 
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TLC : Rf 0.45 (^UU7i-^;)/A : y<^y^—)\y=9 : 1) o 

mmms (8 7) 

5 3- (2- (2- (±y^U>-2 — r;i/) :^h^t^) -4- (N-7ain 




TL C : Rf 0.45 (^tiW^JVA : pi^J^^— ;V= 9 : 1) o 

10 mmms (8 8) 

3- (2- (2- (±7^l/>-2 — f;i/) J^b^S^) -4- (N-:i^'5=-;i/ 




TLC : Rf 0.45 (^DD5t^;i/A : p^^J^y— ;i/= 9 : 1) o 

15 
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mmms (8 9) 

3- (2- (2- {i-y^]yy-2-^J\^) :^h^-y) -4- (3- (tf^ 

;v- 1 --y;!/) rptf;!/) y^^::^;!/) 7°d^i>^ 

^ ^COOH 




5 TLC : Rf 0.51 (^nD3}^;VA : pi^y— ;V= 1 0 : 1) ; 

NMR. (300 MHz, CDCI3) : <5 7.84-7.76 (m, 3H), 7.75 (s, IH), 7.51 (d, J = 2.1 Hz, 
IH), 7.49-7.38 (m, 3H), 7.33 (d, J = 2.1 Hz, IH), 7.03 (d, J = 7.5 Hz, IH), 6.69-6.61 
(m, 2H), 6.23 (t, J = 2.1 Hz, IH), 4.25 (t, J = 6.6 Hz, 2H), 4.11 (t, J = 7.2 Hz, 2H), 
3.27 (t, J = 6.6 Hz, 2H), 2.87 (t, J = 7.2 Hz, 2H), 2.58-2.47 (m, 4H), 2.22-2.10 (m, 

10 2H)o 



mmm3 o o) 

3- (2- (2- JV) a^h^S» -4- (2-^nP 



15 




TL C : Rf 0.60 (i7Dn7f:;VA : ;i/= 9 : 1) ; 

NMR (300 MHz, CDCI3) : 6 7.84-7.72 (m, 4H), 7.49-7.38 (m, 3H), 7.24 (d, J = 
8.1 Hz, IH), 7.13 (d, J = 7.5 Hz, IH), 7.03 (s, IH), 6.95-6.89 (m, IH), 6.77 (s, IH), 
6.74-6.68 (m, IH), 5.06 (s, 2H), 4.31 (t, J = 6.6 Hz, 2H), 3.28 (t, J = 6.6 Hz, 2H), 
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2.90 (t, J = 8.1 Hz, 2H), 2.53 (t, J = 8.1 Hz, 2H), 2.29 (s, 3H)o 

mmms o i) 

3- (2- (2- {i-y^\y>-2-^JV) J^h^S^) -4- (3—>Ty 
5 y^^^i/:^'f-)\/^ 7 yxmi/Wi 




TLC : Rf 0.60 (^nD3fc;i/A : ;i/=9 : 1) ; 

NMR (300 MHz, CDCI3) : 6 IM-l.ll (m, 4H), 7.50-7.31 (m, 4H), 7.28-7.12 (m, 
4H), 6.92-6.86 (m, 2H), 4.99 (s, 2H), 4.29 (t, J = 6.6 Hz, 2H), 3.28 (t, J = 6.6 Hz, 2H), 
10 2.91 (t, J = 8.1 Hz, 2H), 2.54 (t, J = 8.1 Hz, 2H)o 

mmmz 02) 

3- (2- (2- (:^:7^l/>-2— Y;!/) -4- {2-;^Y^ 



15 




TLC : Rf 0.54 (^Dn7ix;VA : ^^y— ;V=9 : 1) ; 

NMR (300 MHz, CDCI3) : 6 7.84-7.70 (m, 4H), 7.50-7.38 (m, 3H), 7.11 (d, J = 

IJS Hz, IH), 7.00-6.80 (m, 6H), 5.09 (s, 2H), 4.28 (t, J = 6.3 Hz, 2H), 3.86 (s, 3H), 
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3.26 (t, J = 6.3 Hz, 2H), 2.89 (t, J = 7.8 Hz, 2H), 2.51 (t, J = 7.8 Hz, 2H)o 

mmms (93) 

3- (2- (2- V>-2— f;i/) -4- (2-p<5^;i/ 

^COOH 



TLC : Rf 0.54 (^7DD5j^;i/A : ^^5^^— ;i/= 9 : 1) ; 
NMR (300 MHz, CDCI3) : 6 7.84-7.72 (m, 4H), 7.50-7.38 (m, 3H), 7.20-7.10 (m, 
3H), 6.98-6.82 (m, 4H), 5.01 (s, 2H), 4.30 (t, J = 6.6 Hz, 2H), 3.28 (t, J = 6.6 Hz, 2H), 
10 2.91 (t, J = 7.8 Hz, 2H), 2.53 (t, J = 7.8 Hz, 2H), 2.27 (s, 3H)o 

mmms (94) 

3- (2- (2-:7a^-;i/a^ h:3[^>» - 4-^7 :^^^^jvy j^^jv) y 



TLC : Rf 0.65 (^dr-y-> : i^^3i^;i/= 1:1) ; 

NMR (300 MHz, CDCI3) : 6 7.34-7.19 (m, 7H), 7.13 (m, IH), 6.99-6.90 (m, 5H), 

4.99 (s, 2H), 4.20 (t, J = 6.6 Hz, 2H), 3.11 (t, J = 6.6 Hz, 2H), 2.93-2.87 (m, 2H), 




15 
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2.57-2.52 (m, 2H)o 

mmms o 5) 

3- (2- (2-:7rc-;i/j: h:3ps/) - 4- (tf 1 — T 
5 7a:— :7'D/'?>^ 



TLC:Rf 0.58 i^uu^)PJ^ : ^—Jl= 9 : 1) ; 
NMR (300 MHz, CDCI3) : 6 7.54 (d, J = 1.5 Hz, IH), 7.36-7.20 (m, 6H), 7.09 (d, 
J = 7.2 Hz, IH), 6.71 (d, J = 7.5 Hz, IH), 6.66 (s, IH), 6.26 (t, J = 1.8 Hz, IH), 5.22 
10 (s, 2H), 4.12 (t, J = 6.6 Hz, 2H), 3.07 (t, J = 6.6 Hz, 2H), 2.86 (t, J = 7.8 Hz, 2H), 
2.51 (t, J = 7.8 Hz, 2H)o 

^^03 (9 6) 

3- (2- (4-p<5^;i'-2 - (3, 5-P^^;\yy 

15 i^) -4- (if^^/— ;v- 1 — f y3^=.;v) rny^v® 

^COOH 





T L C : R f 0.50 ; 
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N M R (300 MHz, CDCI3) : 6 7.54 (d, J = 2.1 Hz, IH), 7.35 (d, J = 2.1 Hz, IH), 
7.08 (d, J = 7.8 Hz, IH), 6.84 (s, 3H), 6.69 (d, J = 7.8 Hz, IH), 6.65 (s, IH), 6.26 (d, 
J = 2.1 Hz, IH), 5.23 (s, 2H), 4.01-3.89 (m, 2H), 3.12-3.02 (m, IH), 2.90-2.72 (m, 
2H), 2.45 (t, J = 7.8 Hz, 2H), 2.29 (s, 6H), 1.71-1.42 (m, 3H), 0.90-0.87 (m, 6H)o 

mmm3 o ?) 

3- (2- (4-^9-)V-2 - (4-:7;i/:^D-3-^5^;i/7 3i-;i/) ^> 




TLC : Rf 0.47 (^^Dn4^;i/A : ^^y— ;i/= 19:1) ; 
NMR (300 MHz, CDCI3) : 6 7.54 (dd, J = 2.1, 0.5 Hz, IH), 7.35 (dd, J = 2.1, 0.5 
Hz, IH), 7.10-6.87 (m, 4H), 6.71 (dd, J = 7.4, 1.4 Hz, IH), 6.64 (d, J = 1.4 Hz, IH), 
6.27 (t, J = 2.1 Hz, IH), 5.24 (s, 2H), 3.98 (dd, J = 8.9, 6.0 Hz, IH), 3.89 (dd, J = 8.9, 
7,5 Hz, IH), 3.09 (m, IH), 2,89-2.68 (m, 2H), 2.41 (t, J = 8.0 Hz, 2H), 2.24 (d, J = 
1.8 Hz, 3H), 1,71-1.37 (m, 3H), 0.89 (d, J = 6.6 Hz, 3H), 0.88 (d, J = 6.6 H z, 3H)o 

^^J3 (98) 

2- (2- (2-ya::=.)Vx.h^^) - 4- (if^^^— 1 -'i';i/p«5=-;i/) 
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TLC : Rf 0.34 (^nn4^;i/A : ;i/=2 0:1) ; 

N M R (300 MHz, CDCI3) : d 8.01 (dd, J = 7.8, 1.5 Hz, IH), 7.54 (d, J = 1.8 Hz, 
IH), 7.40-7.15 (m, 8H), 7.06 (d, J = 7.8 Hz, IH), 6.89 (d, J = 7.8 Hz, IH), 6.70-6.65 
5 (m, 2H), 6.25 (t, J = 2.1 Hz, IH), 5.21 (s, 2H), 4.35 (s, 2H), 4.08 (t, J = 6.9 Hz, 2H), 
2.97 (t, J = 6.9 Hz, 2H)o 

mmm3 o 9) 

2- (2- (2- (:h7^l/>-2— r;V) ^i^h^i^) -4- (tf^V— 
10 - 1-^ jv^^JV) ^>^Ji') ^MmM 




TLC : Rf 0.34 (^uu^^JVA : ;V=2 0:1) ; 

N M R (300 MHz, CDCI3) : 6 7.98 (dd, J = 7.8, 1.5 Hz, IH), 7.80-7.67 (m, 3H), 
7.60 (s, IH), 7.53 (d, J = 1.8 Hz, IH), 7.43-7.38 (m, 2H), 7.32-7.18 (m, 4H), 6.99 (d, 
15 J = 7.8 Hz, IH), 6.87 (d, J = 7.8 Hz, IH), 6.67-6.60 (m, 2H), 6.23 (s, IH), 5.18 (s, 
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2H), 4.35 (s, 2H), 4.14 (t, J = 6.3 Hz, 2H), 3.11 (t, J = 6.3 Hz, 2H)o 

mmms (loo) 

2- (2- (4-^5^;v-2-:7j:ri;i/^>5^;i/:^^2x) -4- (tf^\/— 
5 1 --f ^S^^ 



TLC : Rf 0.58 (^UU^^JVA : 10:1) ; 

N M R (300 MHz, DMSO-d^) : 6 8.04 (d, J = 7.5 Hz, IH), 7.54 (d, J = 2.1 Hz, IH), 
7.40-7.10 (m, 8H), 6.97 (d, J = 7.8 Hz, IH), 6.90 (d, J = 7.2 Hz, IH), 6.70-6.60 (m, 
10 2H), 6.25 (t, J = 2.1 Hz, IH), 5.19 (s, 2H), 4.36 (d, J = 16.5 Hz, IH), 4.27 (d, J = 16.5 
Hz, IH), 3.94 (d, J = 6.3 Hz, 2H), 3.02 (m, IH), 1.62-1.20 (m, 3H), 0.79 (d, J = 6.3 
Hz,6H)o 

^fiS#iJ3 (10 1) 
15 2- (2- (4-^5^;i/-2- (3, 5-$^pi5=-;v:7rc^;i/) 

_4_ ;v- 1— r;i/p<^;v) ^>s^;v) 
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TLC : Rf 0.60 (^DD5}n;VA : ;i/= 10:1) ; 

N M R (300 MHz, DMSO-d J : 6 8.03 (dd, J = 7.5, 1.2 Hz, IH), 7.54 (d, J = 1.8 Hz, 
IH), 7.40-7.23 (m, 3H), 6.99 (d, J = 6.9 Hz, IH), 6.89 (d, J = 8.1 Hz, IH), 6.84-6.76 
5 (m, 3H), 6.68-6.60 (m, 2H), 6.24 (t, J = 1.8 Hz, IH), 5.1 7 (s, 2H), 4.39 (d, J = 16.2 
Hz, IH), 4.31 (d, J = 16.2 Hz, IH), 3.90 (d, J = 6.3 Hz, 2H), 2.96 (m, IH), 2.24 (s, 
6H), 1.60-1.26 (m, 3H), 0.79 (d, J = 6.3 Hz, 6H)o 

mmm3 (102) 

10 3- (2- (4-p<^;i/-2- 3-i?:t^V-'i>V> 




T L C : R f 0.65 (f^^rc^^;!/) ; 
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N M R (300 MHz, CDCI3) : 6 7.54 (d, J = 2.1 Hz, IH), 7.36 (d, J = 2.1 Hz, IH), 
7.08 (d, J = 7.2 Hz, IH), 6.70 (d, J = 7.2 Hz, IH), 6.65 (s, IH), 6.44 (d, J = 1.5 Hz, 
IH), 6.40 (d, J = 1.5 Hz, IH), 6.27 (t, J = 2.1 Hz, IH), 5.93-5.91 (m, 2H), 5.24 (s, 
2H), 4.00-3.85 (m, 2H), 3.89 (s, 3H), 3.10-3.00 (m, IH), 2.91-2.71 (m, 2H), 2.43 (t, J 
5 = 7.5 Hz, 2H), 1.66-1.43 (m, 3H), 0.90-0.87 (m, 6H) o 

mmms (i 0 3) 

3- (2- (2- (i-y^]y>-2—(J]^) aih:3psx) -4- (3—>T^ 



10 




TLC : Rf 0.53 (^DD7^^;^A : ;i'=9 : 1) ; 

NMR (300 MHz, CDCI3) : 6 7.84-7.75 (m, 3H), 7.73 (s, IH), 7.49-7.38 (m, 3H), 
7.22 (t, J = 7.8 Hz, IH), 7.11 (d, J = 7.8 Hz, IH), 6.96 (d, J = 7.8 Hz, IH), 6.86-6.74 
(m, 4H), 4.30-4.20 (m, 4H), 3.27 (t, J = 6.3 Hz, 2H), 2.90 (t, J = 7.8 Hz, 2H), 2.54 (t, 
15 J = 7.8 Hz, 2H)o 

mmms (i 04) 

3- (2- (2- jv) ^h^-y) -4- (2-p<5^;P 
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TLC : Rf 0.53 (^DD4^;VA : ;V=9 : 1) ; 

NMR (300 MHz, CDCI3) : 6 7.84-7.76 (m, 3H), 7.73 (s, IH), 7.50-7.38 (m, 3H), 
7.14-7.04 (m, 3H), 6.92-6.84 (m, 2H), 6.67 (t, J = 7.8 Hz, IH), 6.60 (d, J = 7.8 Hz, 
5 IH), 4.32-4.22 (m, 4H), 3.26 (t, J = 6.3 Hz, 2H), 2.90 (t, J = 8.1 Hz, 2H), 2.53 (t, J = 
8.1 Hz, 2H), 2.15 (s, 3H)o 

mmm3 (i o 5) 

3- (2- (2- (rh:7^l/>-2-^;i/) 3zh=^i^) -4- 




TLC : Rf 0.41 (^5^005^;^^ : ^^J'y— ;v=9 : 1) ; 
NMR (300 MHz, CDCI3) : 6 8.05 (d, J = 2.7 Hz, IH), 7.94 (dd, J = 4.5, 1.5 Hz, 
IH), 7.84-7.74 (m, 3H), 7.72 (brs, IH), 7.48-7.36 (m, 3H), 7.14-7.04 (m, 2H), 6.92- 
15 6.78 (m, 3H), 4.28-4.18 (m, 4H), 3.25 (t, J = 6.6 Hz, 2H), 2.91 (t, J = 7.5 Hz, 2H), 
2.55 (t, J = 7.5 Hz, 2H)o 



mm3 (10 6) 
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3- (2- (2- (^>^/-r;i/7'^y) :r.h^iy) -4- (t:^^/— ;v- 1 



TLC : Rf 0.48 (^7nn:t:;VA : ^^J'y— ;i/=9 : 1) ; 
5 NMR (300 MHz, CD3OD) : 6 7.85-7.77 (m, 2H), 7.65 (d, J = 2.1 Hz, IH), 
7.55-7.40 (m, 4H), 7.10 (d, J = 7.8 Hz, IH), 6.82 (s, IH), 6.70 (d, J = 7.5 Hz, IH), 
6.30 (dd, J = 2.1, 2.1 Hz, IH), 5.28 (s, 2H), 4.15 (t, J = 5.7 Hz, 2H), 3.78 (t, J = 5.7 
Hz, 2H), 2.89 (t, J = 7.5 Hz, 2H), 2.52 (t, J = 7.5 Hz, 2H)o 

10 mmms do?) 

3- (2- (2- (:7 3i-;v::^;V5js-;V7'^y) -4- 



TLC : Rf 0.48 (^Dn*c;i/A : ^^y— ;v= 9 : 1) ; 
15 NMR (300 MHz, CD3OD) : 6 7.89-7.84 (m, 2H), 7.64 (d, J = 2.1 Hz, IH), 
7.58-7.46 (m, 4H), 7.08 (d, J = 7.8 Hz, IH), 6.70 (d, J = 7.8 Hz, IH), 6.66 (s, IH), 
6.31 (t, J = 2.1 Hz, IH), 5.26 (s, 2H), 3.93 (t, J = 5.7 Hz, 2H), 3.28 (m, 2H), 2.83 (t, J 
= 7.5 Hz, 2H), 2.49 (t, J = 7.5 Hz, 2H)o 
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^^J3 (10 8) 

3- (2- (2- (N-^5^;i/-N-yrc-;v;^;i/4^-;VT^y) n^h^s^) 
-4- Hf^'J—J]y- JV^^Jl) 7ic-;i/) yuJ-^ym 



TLC : Rf 0.67 (^DD5i^;VA : pi^J'y— ;i'=9 : 1) ; 
N MR (300 MHz, CDCI3) : 6 7.80 (d, J = 8.1 Hz, 2H), 7.64-7.49 (m, 4H), 7.40 (d, 
J = 2.1 Hz, IH), 7.13 (d, J = 7.8 Hz, IH), 6.76 (d, J = 7.8 Hz, IH), 6.65 (d, J = 2.1 Hz, 
IH), 6.29 (t, J = 2.1 Hz, IH), 5.27 (s, 2H), 4.10 (t, J = 5.4 Hz, 2H), 3.44 (t, J = 5.4 Hz, 
2H), 2.90 (t, J = 7.5 Hz, 2H), 2.90 (s, 3H), 2.61 (t, J = 7.5 Hz, 2H)o 

mmms (i 09) 

1 — r;v^^;v) y'n^^ym 

^COOH 



T L C : R f 0.35 (i^^J:^^;!/) ; 

N M R (300 MHz, CDCI3) : 6 7.54 (d, J = 2.1 Hz, IH), 7.37 (d, J = 2.1 Hz, IH), 
7.31-7.28 (m, 2H), 7.12 (d, J = 7.2 Hz, IH), 6.98-6.91 (m, 3H), 6.76-6.71 (m, 2H), 
6.28 (t, J = 2.1 Hz, IH), 5.26 (s, 2H), 4.20-4.07 (m, 4H), 3.97-3.90 (m, IH), 3.56 (s. 
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3H), 2.93 (t, J = 7.5 Hz, 2H), 2.64-2.58 (m, 2H)o 



^^#113 (110) 

3- (2- (2 3 -y ^Z^y^P-^^-y) -4- 



T L C : R f 0.45 ; 

NMR (300 MHz, CDCI3) : 6 7.54 (d, J = 1.8 Hz, IH), 7.36 (d, J = 1.8 Hz, IH), 
7.31-7.27 (m, 2H), 7.12 (d, J = 7.5 Hz, IH), 6.98-6.91 (m, 3H), 6.75-6.71 (m, 2H), 
10 6.27 (t, J = 1.8 Hz, IH), 5.26 (s, 2H), 4.16-3.99 (m, 5H), 3.75 (q, J = 6.9 Hz, 2H), 
2.96-2.90 (m, 2H), 2.65-2.59 (m, 2H), 1.24 (t, J = 6.9 Hz, 3H) o 

mmms (i 1 1) 

3- (2- (2- (3^7^1/>-2— j:b=3pS^) -4- (l:f^^/-;i/ 

15 -1 — ()]/?^^Jiy) - 5 -iJ7nD7a:^;v) 7°n^i>^ 



TLC : Rf 0.24 (^dr-y-> : g^^ai5^;v= 2 : 1. 0.5%B^m) ; 

NMR (300 MHz, CDCI3) : ^ 7.82-7.74 (m, 3H), 7.68 (s, IH), 7.56 (d, J = 2.1 Hz, 
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IH), 7.47-7.38 (m, 3H), 7.36 (dd, J = 8.1, 1.8 Hz, IH), 7.13 (s, IH), 6.51 (s, IH), 
6.28 (t, J = 2.1 Hz, IH), 5.36 (s, 2H), 4.12 (t, J = 6.6 Hz, 2H), 3.18 (t, J = 6.6 Hz, 2H), 
2.81 (t, J = 7.8 Hz, 2H), 2.47 (t, J = 7.8 Hz, 2H)o 



5 mmms (112) 

3- (2- (2- ii-yi^\y>-2 — r;v) j^h^t^) -4- ;i/ 




TLC : Rf 0.30 (^^-y-V : i^lt^9^;i/= 1 : 1^ 0.5%!^^) ; 
10 N M R (300 MHz, CDCI3) : d 7.82-7.74 (m, 3H), 7.69 (bs, IH), 7.52 (d, J = 2.1 Hz, 
IH), 7.47-7.35 (m, 4H), 6.70 (s, IH), 6.59 (s, IH), 6.22 (t, J = 2.1 Hz, IH), 5.27 (s, 
2H), 4.14 (t, J = 6.6 Hz, 2H), 3.76 (s, 3H), 3.18 (t, J = 6.6 Hz, 2H), 2.84 (t, J = 7.5 Hz, 
2H), 2.49 (t, J = 7.5 Hz, 2H)o 

15 mmm3 (i 1 3) 

3- (2- (2- (-^>^/^ ^^57V-;i/- -4- (tf 

1 --f ;^;>«5^;v) :73^—;\y) yu^-^ym 




TLC : Rf 0.55 (^nn4^;VA : ^^57^— ;p=5 : 1) ; 
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N M R (300 MHz, DMSO-dg) : 6 8.24 (s, IH), 7.74 (m, IH), 7.68 (d, J = 7.8 Hz, 
IH), 7.63 (d, J = 7.8 Hz, IH), 7.42 (m, IH), 7.25 (dd, J = 7.8, 7.2 Hz, IH), 7.18 (dd, J 
= 7.8, 7.2 Hz, IH), 7.02 (d, J = 7.8 Hz, IH), 6.80 (s, IH), 6.63 (d, J = 7.8 Hz, IH), 
6.22 (m, IH), 5.20 (s, 2H), 4.69 (t, J = 5.1 Hz, 2H), 4.23 (t, J = 5.1 Hz, 2H), 2.60 (t, J 
5 = 7.5 Hz, 2H), 2.26 (t, J = 7.5 Hz, 2H)o 

mmm3 (i i4) 

3 - (2 - (4-^^;V-2- (4->';V:tn-3 -p<5=-;i/7icr:;i') 



10 




TLC : Rf 0.57 (i?DD4^;PA : ^^J^y— ;i/= 1 0 : 1) o 

mmm3 (i i 5) 

3- (2- (4-^^;V-2- (4-:7;i/;rD-3 ;i/) ^> 




TLC : Rf 0.57 (^DD7J^;^A : ^^y— ;i/= 1 0 : 1) o 
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mmms die) 

3- (2- (2- (2-;<^;\y^>^J-i ^V'J—J]y-l--(;V) :x.h^-» 

-4- (t!^\/~;i/- -^^^—jv) rn^^v^ 



TLC : Rf 0.41 (^nD4^;VA : ^^y— ;i/= 9 : 1) ; 
NMR (300 MHz, DMSO-d^) : 6 7.73 (dd, J = 2.2, 0.6 Hz, IH), 7.59 (m, IH), 7.50 
(m, IH), 7.41 (dd, J = 2.2, 0.6 Hz, IH), 7.22-7.10 (m, 2H), 7.01 (d, J = 7.7 Hz, IH), 
6.83 (d, J = 1.6 Hz, IH), 6.63 (dd, J = 7.7, 1.6 Hz, IH), 6.22 (t, J = 2.2 Hz, IH), 5.20 
(s, 2H), 4.65 (t, J = 5.0 Hz, 2H), 4.25 (t, J = 5.0 Hz, 2H), 2.60 (s, 3H), 2.57 (t, J = 7.7 
Hz, 2H), 2.24 (t, J = 7.7 Hz, 2H)o 

mmm 3 ( 1 1 7 ) 

3- (2- (2- ( iH—o^v— 1— r;v) :^h^-» -4- (tf 
;v- 1 — r;i'^5=-;v) y^^—))/) yti7-^>m 



TLC : Rf 0.58 (^nD4^;i/A : ;i/= 19:1) ; 

NMR (300 MHz, CDCI3) : 6 8.02 (d, J = 0.9 Hz, IH), 7.71 (d, J = 7.8 Hz, IH), 

7.55-7.46 (m, 2H), 7.41-7.31 (m, 2H), 7.12 (m, IH), 7.04 (d, J = 7.5 Hz, IH), 6.70 (d. 
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J = 7.5 Hz, IH), 6.60 (s, IH), 6.26 (t, J = 2.0 Hz, IH), 5.22 (s, 2H), 4.78 (t, J = 5.2 Hz, 
2H), 4.35 (t, J = 5.2 Hz, 2H), 2.67 (t, J = 7.7 Hz, 2H), 2.28 (t, J = 7.7 Hz, 2H)o 

mmms (iis) 

3- (2- (2- (2H-^>^/h UT^/-;i/-2 — r;i/) :i^h^-» -4 



TLC : Rf 0.42 (^UU:!i^J\yA : yi^y—;i= 1 0 : 1) o 
^^#■13 (119) 

3- (2- (2- (lH-^>^/hUT^/-;i/-l-^;P) -4 



TLC : Rf 0.35 (^^D7^^;^A : p<i^y— ;V= 1 0 : 1) o 
^1^#I3 (12 0) 

3- (2- (2- ( (3 -p<5^;i/^>y-i';i') r^y) ^h^:>') - 4- (t° 
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COOH 




T L C : R f 0.55 (MM=^^^^ : ~;i/= 9:1) ; 

NMR (300 MHz, DMSO-dg) : 6 12.03 (s, IH), 8.60-8.56 (m, IH), 7.78 (d, J = 2.1 
Hz, IH), 7.65-7.60 (m, 2H), 7.43-7.42 (m, IH), 7.33-7.31 (m, 2H), 7.07 (d, J = 7.8 
Hz, IH), 6.88 (s, IH), 6.67 (d, J = 7.8 Hz, IH), 6.24-6.23 (m, IH), 5.24 (s, 2H), 4.06 
(t, J = 5.7 Hz, 2H), 3.65-3.59 (m, 2H), 2.74 (t, J = 7.5 Hz, 2H), 2.43 (t, J = 7.5 Hz, 
2H), 2.33 (s, 3H)o 

mm.m3 (i 2 i) 



3- (2- (2 - ( (3-p< h:3^^'^>^/-r;l/) T^y) a:h^>» -4- 
(if^-j—jv- I — f;vp<5^;i/) yu7-^>m. 

^COOH 



T L C : R f 0.50 : ~;i/= 9:1); 

NMR (300 MHz, DMSO-d^) : 6 12.01 (s, IH), 8.65-8.61 (m, IH), 7.78 (d, J = 2.1 
Hz, IH), 7.43-7.32 (m, 4H), 7.08-7.05 (m, 2H), 6.88 (s, IH), 6.67 (d, J = 7.5 Hz, IH), 
6.24 (t, J = 2.1 Hz, IH), 5.24 (s, 2H), 4.06 (t, J = 5.7 Hz, 2H), 3.78 (s, 3H), 3.65-3.60 
(m, 2H), 2.74 (t, J = 7.5 Hz, 2H), 2.42 (t, J = 7.5 Hz, 2H)o 

mmms (122) 
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3- (2- (2- ( (^:7^i/>-2— r;i/:5f3;i/>}^-;i/) r^y) 




T L C : R f 0.30 n n4^;i/A : p« y — ;i/= 9:1) ; 
NMR (300 MHz, CDCI3) : 6 8.32 (s, IH), 7.92-7.82 (m, 4H), 7.58-7.48 (m, 3H), 
7.36 (d, J = 2.1 Hz, IH), 7.11 (d, J = 7.8 Hz, 2H), 6.73 (d, J = 7.8 Hz, IH), 6.65 (s, 
IH), 6.26 (dd, J = 2.1, 2.1 Hz, IH), 5.24 (s, 2H), 4.10 (t, J = 5.1 Hz, 2H), 3.90 (dt, J = 
5.1, 5.1 Hz, 2H), 2.96 (t, J = 7.2 Hz, 2H), 2.63 (t, J = 7.2 Hz, 2H)o 

mmm3 (i 2 3) 

3- (2- (2- ( (4-p« ^=3p$/^>'^/-f;l/) T^J) J^h=¥S^) -4- 




TLC : Rf 0.19 (^DD>}^;i'A : ;i'=9 : 1) ; 

NMR (300 MHz, CDCI3) : 6 7.77 (d, J = 8.7 Hz, 2H), 7.53 (d, J = 1.8 Hz, IH), 
7.37 (d, J = 2.1 Hz, IH), 7.09 (d, J = 7.8 Hz, IH), 6.96 (m, IH), 6.88 (d, J = 9.0 Hz, 
IH), 6.72 (d, J = 7.8 Hz, IH), 6.63 (s, IH), 6.27 (dd, J = 2.1, 1.8 Hz, IH), 5.24 (s, 
2H), 4.02 (t, J = 4.8 Hz, 2H), 3.81 (s, 3H), 3.80 (m, 2H), 2.93 (t, J = 7.5 Hz, 2H), 
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2.60 (t, J = 7.5 Hz, 2H)o 

3- (2- (2- ( (4-^nn^>\/-r;v) T^^) J^h=^^^) -4- (If 




TLC : Rf 0.20 (i7DD>}^;i/A : 9 : 1) ; 

NMR (300 MHz, CDCI3) : 6 7.76 (d, J = 8.4 Hz, 2H), 7.53 (d, J = 2.1 Hz, IH), 
7.38-7.32 (m, 3H), 7.16 (m, IH), 7.10 (d, J = 7.8 Hz, IH), 6.73 (d, J = 7.8 Hz, IH), 
10 6.63 (s, IH), 6.27 (dd, J = 2.1, 2.1 Hz, IH), 5.23 (s, 2H), 4.03 (t, J = 5.4 Hz, 2H), 
3.79 (dt, J = 5.4, 5.4 Hz, 2H), 2.94 (t, J = 7.2 Hz, 2H), 2.60 (t, J = 7.2 Hz, 2H)o 

mmms (i 2 5) 

3- (2- (4-p<^;i'-2-^>y-f;vT^y^>^;v:^=^$^) - 4- (tf 
15 ^9— — f;v^5^;^) yti?-^>m 




TL C : Rf 0.58 (^Dn7j%;i/A : ^^y— ;V= 9 : 1) ; 
NMR (300 MHz, CDCI3) : 6 7.80-7.74 (m, 2H), 7.53 (d, J = 2.1 Hz, IH), 
7.51-7.35 (m, 4H), 7.10 (d, J = 7.7 Hz, IH), 6.73 (d, J = 7.7 Hz, IH), 6.64 (s, IH), 
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6.48 (d, J = 8.7 Hz, IH), 6.27 (t, J = 2.1 Hz, IH), 5.24 (s, 2H), 4.65 (m, IH), 4.05 (dd, 
J = 9.3, 3.9 Hz, IH), 3.92 (dd, J = 9.3, 1,8 Hz, IH), 2.90 (t, J = 7.8 Hz, 2H), 2.69- 
2.46 (m, 2H), 1.81-1.48 (m, 3H), 0.97 (d, J = 6.3 Hz, 6H)o 

mmm 3 (126) 

3- (2- (2- (±7^1x>-2--i';V) -4- 

i^>- 1-^ yu^-^>m. 

XOOH 




TLC : Rf 0.29 (^Dn>}^;i/A : y<^y^—)V= 10:1) 



^^#■13 (12 7) 

3- (2- (2- (i-y^]y>-2 — r;v) =^h^t') -4- 
-4 — r;v^^;i/) :7zc-;v) yu^-^>m 




TLC : Rf 0.33 (^nn7]s;i/A : ;i^= 1 0 : 1) o 

^^J3 (12 8) 
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3- (2- (2- {4-^^;\y^>^J^ )]yT^^) 3:-h^ty) -4- (tf^ 



TL C : Rf 0.20 (^DD/l^;i/A : ;i/= 9 : 1) ; 

N M R (300 MHz, CDCI3) : 6 7.70 (d, J = 8.4 Hz, 2H), 7.53 (d, J = 2.1 Hz, IH), 
7.37 (d, J = 2.1 Hz, IH), 7.19 (d, J = 8.1 Hz, 2H), 7.10 (d, J = 7.8 Hz, IH), 6.98 (brs, 
IH), 6.72 (d, J = 7.5 Hz, IH), 6.63 (s, IH), 6.27 (t, J = 2.1 Hz, IH), 5.24 (s, 2H), 4.03 
(t, J = 4.8 Hz, 2H), 3.81 (dt, J = 5.1, 4.8 Hz, 2H), 2.93 (t, J = 7.5 Hz, 2H), 2.60 (t, J = 
7.5 Hz, 2H), 2.36 (s, 3H)o 

mmms (129) 

3- (2- (2- (i-y^u>- 1-4 J]yfy)]y^^-:fiy'r5.y) ^h=3p$^) - 

4- (tf^^/— — (jv^^jv) :7az-;i/) y'u^i>m 



TLC : Rf 0.28 (^DD:^;1/A : ^^y— ;i/=9 : 1) ; 
NMR (300 MHz, DMSO-dg) : 6 8.74 (m, IH), 8.20 (m, IH), 8.02-7.94 (m, 2H), 
7.80 (d, J = 2.4 Hz, IH), 7.60-7.50 (m, 4H), 7.43 (d, J = 1.8 Hz, IH), 7.09 (d, J = 7.5 
Hz, IH), 6.92 (s, IH), 6.68 (d, J = 7.5 Hz, IH), 6.24 (dd, J = 2.4, 1.8 Hz, IH), 5.26 (s. 
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2H), 4.13 (t, J = 5.7 Hz, 2H), 3.71 (dt, J = 5.1, 5.7 Hz, 2H), 2.80 (t, J = 7.2 Hz, 2H), 
2.45(m,2H)o 

^^#113 (13 0) 

5 3_ (2- (2- (2-^>-yj]yti))y!n—J\^T^J) a^hdr>>) -4- (\f 



TLC : Rf 0.54 (^nD7^;i/A : ;V=9 : 1) ; 

NMR (300 MHz, DMSO-dg) : 6 8.22 (m, IH), 7.78 (d, J = 2.4 Hz, IH), 7.43 (d, 
10 J = 2.1 Hz, IH), 7.30-7.15 (m, 5H), 7.07 (d, J = 8.1 Hz, IH), 6.83 (s, IH), 6.67 (d, J = 
8.1 Hz, IH), 6.24 (dd, J = 2.4, 1.8 Hz, IH), 5.24 (s, 2H), 3.94 (t, J = 5.4 Hz, 2H), 
3.46-3.38 (m, 4H), 2.74 (t, J = 7.5 Hz, 2H), 2.45 (t, J = 7.5 Hz, 2H)o 

^^,^J3 (13 1) 

15 3_ (2- (2- (2-^5^;V^>^/-r;VT3.y) or^h^S^-) -4- 

— fji,^^)^^ •7 31— ;v) yti^-^^m 

^ ^ ^COOH 





TLC : Rf 0.38 (^DDJi^;VA : ^^J~-J]^= 1 0 : 1) o 
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mmm3 (is 2) 

3- (2- (2- (2-^^PD^>y^;i/T^y) 3^h=^5>') -4- (b-^ 

1— f;v^5=-;v) rp^^v^ 

^COOH 



TLC : Rf 0.40 (^DD7}%;i/A : p<^y— ;V= 1 0 : 1) o 
^^^J3 (13 3) 

3- (2- (2- (2 -p< b^^r^y^VV'-f ) a^h^i^) -4- (1^ 

10 ^y— ;v- 1 7 rn.'-^>m 

^COOH 



TLC : Rf 0.42 (^Dn7jN;VA : ;V= 10: 1) o 

mmms (134) 

15 3- (2-7 3i-;v*;wN"^-i';vp< h^5>'-4- (tf^v"— ;v- i --Y;!^^ 
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COOH 



TLC : Rf 0.53 (^Uti-^^JlyA : ;V= 9:1); 

N M R (300 MHz, CDCI3) : 6 8.79(s, IH), 7.66 (d, J = 7.8 Hz, 2H), 7.52 (d, J = 2.1 
Hz, IH), 7.38 (d, J = 2.1 Hz, IH), 7.36-7.30 (m, 2H), 7.20-7.10 (m, 2H), 6.78 (d, J = 
7.8 Hz, IH), 6.61 (s, IH), 6.27 (t, J = 2.1 Hz, IH), 5.26 (s, 2H), 4.45 (s, 2H), 3.06 (t, 
J = 7.2 Hz, 2H), 2.72 (t, J = 7.2 Hz, 2H)o 

mmm3 (i 3 5) 

3- (2- (:^:7^l/>- 1 --f ;v:3b;wt^-f h^S^) -4- (tf^^/ 

— ;v- 1 — r;^p<5=-;b) y:^=-j]y) yu^-^>m. 

^COOH 



TL C : Rf 0.53 (^nn5jx;i/A : ^^y— ;i/= 9 : 1) ; ' 
NMR (300MHz,DMSO-d«) :6 10.04 (s, IH), 8.04-7.92 (m, 2H), 7.84-7.76 (m, 
2H), 7.65 (d, J = 7.2 Hz, IH), 7.58-7.50 (m, 3H), 7.43 (d, J = 2.1 Hz, IH), 7.15 (d, J 
= 7.8 Hz, IH), 6.94 (s, IH), 6.75 (d, J = 7.8 Hz, IH), 6.22 (t, J = 2.1 Hz, IH), 5.28 (s, 
2H), 4.85 (s, 2H), 2.90 (t, J = 7.8 Hz, 2H), 2.55 (t, J = 7.8 Hz, 2H)o 
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mmms (is 6) 

3- (2- ii-7^U>-2--( )li:j)\y^-^'e4 )Vy< h^^) -4- (tf^^/ 

— ;v- 1 — r;v^5^;i/) y=o.=.jv) rn>'i>^ 



5 TLC : Rf 0.59 (^nn7iN;i/A : pi^J^y— ;v= 9 : 1) ; 

NMR (300MHz,DMSO-dfi) :6 10.21 (s, IH), 8.29 (s, IH), 7.90-7.80 (m, 3H), 
7.74 (d, J = 1.8 Hz, IH), 7.61 (dd, J = 8.7, 1.8 Hz, IH), 7.50-7.38 (m, 2H), 7.36 (d, J 
= 1.8 Hz, IH), 7.14 (d, J = 7.8 Hz, IH), 6.85 (s, IH), 6.72 (d, J = 7.8 Hz, IH), 6.16 
(dd, J = 1.8, 1.8 Hz, IH), 5.25 (s, 2H), 4.75 (s, 2H), 2.86 (t, J = 7.2 Hz, 2H), 2.55 (t, J 

10 =7.2Hz,2H)o 

mmms (is?) 

3- (2- (3--7;n-;V:7'D7}^':3p$/) -4-:7aiy^S^^g=-;i'7 3ir:.;i/) 



TLC : Rf 0.48 : Bl^ai^;V= 1 : 1) ; 

NMR (300 MHz, CDCI3) : S 7.35-7.14 (m, 8H), 7.00-6.80 (m, 5H), 4.99 (s, 2H), 

4.00 (t, J = 6.3 Hz, 2H), 3.00-2.95 (m, 2H), 2.82 (dd, J = 7.8, 7.5 Hz, 2H), 2.72-2.67 




15 
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(m, 2H), 2.17-2.08 (m, 2H)o 

mmm3 (iss) 

5 D^^>^ 




TLC : Rf 0.52 (^^-IJ-V : Wm^^^l^= 1:1); 

NMR (300 MHz, CDCI3) : d 7.34-7.13 (m, 8H), 7.00-6.90 (m, 5H), 5.00 (s, 2H), 

4.01-3.98 (m, 2H), 2.98-2.92 (m, 2H), 2.70-2,64 (m, 4H), 1.85-1.82 (m, 4H) o 

10 

mmm3 (139) 

3- (2- (2- {±y^u>-2 — r;v) ai^h^iy) -4- (4-p«^;i/ 



I 

15 TLC : Rf 0.25 i^UU^JVA : .?<^y— ;i/= 5 : 1) o 
^^■#113 (14 0) 
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2- ( (2- (2- (^•7^]y>-2 — f JV) J^h=^S^) -4- (tf^\/~ 




TLC : Rf 0.25 (WM^^Jl' : ;V=1 : 1) o 

^^#113 (14 1) 

2- (N-;^5^;i/-N- (2- (2- (:^:7^5' 2 :i:-h^-» 




TLC : R f 0.30 : p< ^ y — ;i/= 1 : 1 ) o 

mmm3 a 4 2) 

2- (N-p<i^;V-N- (2- (2- (rh7^1^>-2 — r;i/) Jih^^ri^) 

-4- (tf^^/— ;v- 1— r;i/p<^;v) ^>s^;v) T^y) 
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TLC : Rf 0.45 {Wm^^^-J]^ : ;V=3 : 1) o 

mmms (143) 

2- (2- (i-y^u>-2-^;]y) :nh^iy) -4- 




TL C : Rf 0.63 (^nn:!i^;VA : ;V= 9 : 1) ; 

N MR (300 MHz, CDCI3) : 6 8.10 (d, J = 7.8 Hz, IH), 7.88-7.77 (m, 3H), 7.71 (s, 
IH), 7.59 (d, J = 1.5 Hz, IH), 7.53-7.40 (m, 3H), 7.35 (dd, J = 8.4, 1.5 Hz, IH), 6.91 
(d, J = 8.4 Hz, IH), 6.79 (s, IH), 6.33 (t, J = 2.1 Hz, IH), 5.34 (s, 2H), 4.45 (t, J = 6.6 
Hz, 2H), 3.32 (t, J = 6.6 Hz, 2H)o 

mmms (i4 4) 

3- (2- (2- (±7^l/>-2— f -4- (l^Ui^>- 
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TL C : Rf 0.52 (^J7nn7^;i/A : ;V= 9 : 1) ; 

NMR (300 MHz, DMSO-dfi) : 6 12.04 (s, IH), 7.92 (dd, J = 4.8, 1.5 Hz, IH), 
7.89-7.79 (m, 4H), 7.51-7.41 (m, 3H), 7.33 (m, IH), 7.01 (d, J = 7.5 Hz, IH), 6.97- 
5 6.89 (m, 2H), 6.78 (m, IH), 6.50-6.42 (m, 2H), 4.38 (d, J = 6.0 Hz, 2H), 4.22 (t, J = 
6.6 Hz, 2H), 3.19 (t, J = 6.6 Hz, 2H), 2.70 (t, J = 7.5 Hz, 2H), 2.35 (t, J = 7.5 Hz, 2H)o 

^^^J3 (14 5) 

3- (2- (2- (i'y^U>-2--(J]y) :x.h^-» -4- (^T^/-;V 

10 -2— r;vT^yp<^;i') rn/i^^ 




TL C : Rf 0.50 (^nD7iN;VA : ?^^y—J]y= 9:1) ; 
NMR (300 MHz, DMSO-ds) : 6 12.04 (s, IH), 7.94 (t, J = 5.7 Hz, IH), 7.90-7.80 
(m, 4H), 7.53-7.41 (m, 3H), 7.04 (d, J = 7.5 Hz, IH), 6.98 (d, J = 3.6 Hz, IH), 6.96 
15 (d, J = 1.5 Hz, IH), 6.79 (m, IH), 6.58 (d, J = 3.6 Hz, IH), 4.35 (d, J = 5.7 Hz, 2H), 
4.23 (t, J = 6.6 Hz, 2H), 3.20 (t, J = 6.6 Hz, 2H), 2.70 (t, J = 7.5 Hz, 2H), 2.36 (t, J = 
7.5 Hz, 2H)o 

mmm3 (14 6) 

20 3- (2- (2-Z^'!7ti^:^i^;i/:t^iy:r.\>^ty) -4- (tf^V^— 1 

--f y:^=-?]y) :rD/^>^ 
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COOH 



TLC : Rf 0.34 (^DD:^;1/A : ;^^J—)\y=9 : 1) ; 
N M R (300 MHz, CDCI3) : 6 7.54 (d, J = 1.5 Hz, IH), 7.36 (d, J = 1.5 Hz, IH), 
7.12 (d, J = 7.8 Hz, IH), 6.73 (d, J = 7.8 Hz, IH), 6.67 (s, IH), 6.23 (dd, J = 1.5, 1.5 
Hz, IH), 5.26 (s, 2H), 4.05 (t, J = 4.8 Hz, 2H), 3.80 (t, J = 4.8 Hz, 2H), 3.34 (m, IH), 
2.93 (t, J = 7.5 Hz, 2H), 2.65 (t, J = 7.5 Hz, 2H), 1.94 (m, 2H), 1.73 (m, 2H), 1.52 (m, 
IH), 1.36-1.16 (m,5H)o 

mmms (147) 

3- (2- (^>$^;v>b;w^-^^;i/^ h^s>') -4- (if^^/— 1 --r 
;i/^^;v) 7ai^;i/) 



TLC : Rf 0.49 (^Dn7fc;i/A : ^^y—;V=9 : 1) ; 
N M R (300 MHz, CDCI3) : <5 7.55 (d, J = 2.1 Hz, IH), 7.38 (d, J = 2.4 Hz, IH), 
7.34-7.20 (m, 6H), 7.13 (d, J = 7.8 Hz, IH), 6.78 (d, J = 7.8 Hz, IH), 6.59 (s, IH), 
6.29 (dd, J = 2.4, 2.1 Hz, IH), 5.25 (s, 2H), 4.52-4.47 (m, 4H), 2.94 (t, J = 7.2 Hz, 
2H), 2.58 (t, J = 7.2 Hz, 2H)o 

mmms (14 8) 
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3- (2- ( (l-y3^—)V3:.^)V) itjjW'^^^ )]/;< h^ty) -4- (t!^ 

^COOH 



TLC : Rf 0.53 (^DDJ}x;i/A : ^^y— ;i/=9 : 1) ; 
5 N M R (300 MHz, CDCl^) : 6 7.53 (d, J = 1.8 Hz, IH), 7.35 (d, J = 2.1 Hz, IH), 
7.32-7.20 (m, 5H), 7.14 (d, J = 7.5 Hz, IH), 7.09 (d, J = 8.1 Hz, IH), 6.77 (d, J = 7.5 
Hz, IH), 6.55 (s, IH), 6.27 (dd, J = 2.1, 1.8 Hz, IH), 5.22 (s, 2H), 5.20 (m, IH), 4.43 
(d, J = 15.0 Hz, IH), 4.37 (d, J = 15.0 Hz, IH), 2.96 (t, J = 7.5 Hz, 2H), 2.61 (t, J = 
7.5 Hz, 2H), 1.49 (d, J = 6.9 Hz, 3H)o 



3- (2- (2- (3-^?Dn^>^/-f;PT3;y) Jihr^f^S^) -4- (tf^ 



15 T L C : R f 0.35 (WM^'f-^^y) I 

NMR (300 MHz, DMSO-dfi) : 6 11.99 (s, IH), 8.78 (t, J = 5.1 Hz, IH), 7.87-7.78 
(m, 3H), 7.60-7.43 (m, 3H), 7.06 (d, J = 7.5 Hz, IH), 6.88 (s, IH), 6.67 (d, J = 7.5 Hz, 
IH), 6.24 (t, J = 2.1 Hz, IH), 5.24 (s, 2H), 4.07 (t, J = 5.7 Hz, 2H), 3.66-3.61 (m, 2H), 





O 
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2.73 (t, J = 7.5 Hz, 2H), 2.41 (t, J = 7.5 Hz, 2H)o 

mmms (i 5 o) 

2- (2- (2- (^y^u>-2 — r;i/) j^h:^^^) -4- (i^^^J—jv 



T L C : R f 0.25 ; 

NMR (300 MHz, CDCI3) : 6 7.83 (m, 3H), 7.68 (s, IH), 7.56-7.23 (m, 6H), 
6.80-6.74 (m, 2H), 6.29-6.27 (m, IH), 5.29 (s, 2H), 4.52 (s, 2H), 4.26 (t, J = 6.9 Hz, 
10 2H), 4.01 (s, 2H), 3.23 (t, J = 6.9 Hz, 2H)o 

mm.m3 (i 5 1) 

3- (2- (2- (l-:r^V-l, 2,3, 4— T^h^t: FD-i-V^y U 
15 :rn;i>^ 



TLC : Rf 0.47 {^uti:^;]/2^ : yi^J—J\y= 10:1) ; 

NMR (300 MHz, CDCI3) : 6 8.04 (d, J = 7.2 Hz, IH), 7.54 (s, IH), 7.48-7.04 (m, 

5H), 6.74 (d, J = 7.2 Hz, IH), 6.65 (s, IH), 6.27 (m, IH), 5.25 (s, 2H), 4.20-4.08 (m, 
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2H), 4,05-3.94 (m, 2H), 3.18 (t, J = 6.6 Hz, 2H), 3.00 (t, J = 6.6 Hz, 2H), 2.93-2.80 
(m, 2H), 2.66-2.53 (m, 2H)o 

mmm3 (i 5 2) 

3- (2- (2- (i-y^]y>-2 — r;i/) oih^S/) -4- (2- 



TLC : Rf 0.45 (^DD^^;!/^ : ^^J'y— ;V= 19:1) ; 
NMR (300 MHz, CDCI3) : 6 7.84-7.76 (m, 3H), 7.73 (s, IH), 7.56-7.37 (m, 4H), 
7.13 (d, J = 1.9 Hz, IH), 7.02 (d, J = 7.5 Hz, IH), 6.59 (dd, J = 7.5, 1.5 Hz, IH), 6.43 
(d, J = 1.5 Hz, IH), 6.15 (t, J = 1.9 Hz, IH), 4.29 (t, J = 7.4 Hz, 2H), 4.16 (t, J = 6.7 
Hz, 2H), 3.23 (t, J = 6.7 Hz, 2H), 3.08 (t, J = 7.4 Hz, 2H), 2.86 (t, J = 7.8 Hz, 2H), 
2.51 (t, J = 7.8 Hz, 2H)o 

mmm s (153) 



3- (2- (2- i^:ty^y-2-4)V) -4- 

- 1 — f ;i/^5^;i/) 7a:.— ;i/) yn^-^ym 






TLC : Rf 0.48 i^UU-^JVA : ^^7— ;V=9 : 1) o 
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mmM3 (15 4) 

3- (2- (2- (^^y:^>-3--(JV) 3ib:3f>» -4- {K^'J—}]^ 



TL C : Rf 0.48 (^DD5l^;i/A : ;P= 9 : 1) o 

mmm\3 (i 5 5) 

3- (2- (3-i/^57D^:3ps/;vrD5j^:3ps/) -4- (tf^ V'— 1 --f 
:7airi;i/) 7°n;s>^ 



TL C : Rf 0.50 (^DD/^;VA : p^^J'y— ;i/= 9:1) ; 
N M R (300 MHz, DMSO-dfi) : 6 12.03 (s, IH), 7.78 (d, J = 2.1 Hz, IH), 7.43 (m, 
IH), 7.06 (d, J = 7.8 Hz, IH), 6.81 (s, IH), 6.64 (d, J = 7.8 Hz, IH), 6.24 (t, J = 2.1 
Hz, IH), 5.24 (s, 2H), 3.88 (t, J = 6.3 Hz, 2H), 2.72 (t, J = 7.5 Hz, 2H), 2.42 (t, J = 
7.5 Hz, 2H), 1.70-1.62 (m, 7H), 1.34-1.14 (m, 6H), 0.92-0.84 (m, 2H) o 

mmm 3 ( i 5 6 ) 





COOH 
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3- (2- (2-731^^ 



s^) -4- 1— 




COOH 




TLC : Rf 0.50 (^UUyt^JVA : pi^S^y— ;i/= 9:1); 
5 N M R (300 MHz, DMSO-d^) : S 12.01 (s, IH), 7.79 (d, J = 2.1 Hz, IH), 7.44 (s, 
IH), 7.31-7.26 (m, 2H), 7.08 (d, J = 7.5 Hz, IH), 6.98-6.93 (m, 4H), 6.68 (d, J = 7.5 
Hz, IH), 6.25-6.24 (m, IH), 5.26 (s, 2H), 4.32-4.26 (m, 4H), 2.72 (t, J = 7.5 Hz, 2H), 
2.45-2.43 (m,2H)o 

10 ^^^13 (15 7) 



3_ (2- (2- (N-p<^;i/-N-:7 3^^;i'T^ ^) 3ih:3{^s^) -4- (i^ 
;i/-i — r;^p<5=-;v) :7rc-;i/) y'Py'iv^ 



TLC : Rf 0.30 (^^it> :mM=^^^^= 1 : In 0.5%B^^) ; 
15 N M R (300 MHz, CDCI3) : 6 7.53 (d, J = 2.1 Hz, IH), 7.34 (d, J = 2.1 Hz, IH), 
7.27-7.19 (m, 2H), 7.11 (d, J = 7.8 Hz, IH), 6.78-6.63 (m, 5H), 6.26 (t, J = 2.1 Hz, 
IH), 5.23 (s, 2H), 4.09 (t, J = 5.4 Hz, 2H), 3.76 (t, J = 5.4 Hz, 2H), 3.03 (s, 3H), 2.88 
(t, J = 7.5 Hz, 2H), 2.58 (t, J = 7.5 Hz, 2H)o 
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mmm3 ( 1 5 8) 

3- (2- (2-7 3iin;vaih:3es>') - 4- ( 3 -S/T^ 7 rc^ :3p$>'p<5^;i/) 



5 




T L C : R f 0.40 {^^V-> : i^Mj:^;i/= 1:1); 

NMR (300 MHz, CDCI3) : 6 7.39-7.15 (m, lOH), 6.90-6.87 (m, 2H), 5.00 (s, 2H), 
4.20 (t, J = 6.6 Hz, 2H), 3.12 (t, J = 6.6 Hz, 2H), 2.93-2.88 (m, 2H), 2.58-2.53 (m, 
2H)o 

10 

mmm3 (i 5 9) 

3- (2- (2-7 31— -4- (2-^Dn-4-p<5^;i'7^ 




15 TLC : Rf 0.54 (^=^it> : @^^3::5^;i/= 1:1) ; 

NMR (300 MHz, CDCI3) : 6 7.34-7.19 (m, 6H), 7.13 (d, J = 7.8 Hz, IH), 7.00 (brs, 
IH), 6.92 (brd, J = 7.8 Hz, IH), 6.78 (brs, IH), 6.71 (br4 J = 7.8 Hz, IH), 5.06 (s, 
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2H), 4.22 (t, J = 6.6 Hz, 2H), 3.11 (t, J = 6.6 Hz, 2H), 2.92-2,87 (m, 2H), 2.57-2.52 
(m, 2H), 2.29 (s, 3H)o 

mmms (i 6 0) 

5 3_ (2- i3-y:s^-JVyU7t^^-» -4- (\f^V—)V-l-^J^^^ 




TL C : Rf 0.52 (^nD7}^;VA : ;V= 1 0 : 1) o 

10 mmm3 (lei) 

3- (2- (4-7a:-;i/7>^s^) -4- 1-^;!/^^^^;!/) 




TLC : Rf 0.52 (^^Dn3}^;i/A : ;i/= 1 0 : 1) o 

15 

mmms (i 6 2) 

(2E) -3- (2- (2- (2, 5, 7, 8 h 6 - 1 K O 
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^COOH 



TLC : Rf 0.46 (;i7Dn7}x;i/A : ^i57y~;i/=8 : 1) ; 
5 N M R (300 MHz, CD3OD) : 6 9.01 (s, IH), 7 .94 (d, J = 16.2 Hz, IH), 7.63 (d, J 
= 8.1 Hz, IH), 7.60-7.55 (m, 2H), 7.03 (s, IH), 6.94 (d, J = 8.1 Hz, IH), 6.51 (d, J = 
16.2 Hz, IH), 5.45-5.30 (m, 2H), 4.42-4.20 (m, 2H), 2.70 -2.60 (m, 2H), 2.26-1.80 
(m, 4H), 2.11 (s, 3H), 2.08 (s, 3H), 2.04 (s, 3H), 1.35 (s, 3H)o 

10 ^^#13 (16 3) 

3- (2- (3, 3-i^y:c=:j]/y°tf^^iy) -4- (If 1 --f 
;^^5^;p) y^i—jv) yu^^ym 

^COOH 



TLC : Rf 0.42 (^DD5i^;^A : ^^5^^";!/= 9 : 1) ; 
15 N M R (300 MHz, CDCQ • ^ 7.51 (d, J = 2.1 Hz, IH), 7.32 (d, J = 2.1 Hz, IH), 
7.30-7.15 (m, lOH), 7.11 (d, J = 7.8 Hz, IH), 6.68 (d, J = 7.8 Hz, IH), 6.54 (s, IH), 
6.24 (t, J = 2.1 Hz, IH), 5.20 (s, 2H), 4.24 (t, J = 7.8 Hz, IH), 3.87 (t, J = 6.3 Hz, 2H), 
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2.94 (t, J = 7.8 Hz, 2H), 2.67 (t, J = 7.8 Hz, 2H), 2.52 (dt, J = 7.8, 6.3 Hz, 2H)o 

mmms (i 6 4) 

3- (2- (2- (N, N-S^:7 3^n;i/T^y) azh:^5>') -4- 

— 1 — r;vp«5=-;i/) 

^COOH 



TLC : Rf 0.44 (^DD7^;;l/A : pi^y— ;i/= 9:1) ; 
N M R (300 MHz, CDCI3) : 6 7.52 (d, J = 2.1 Hz, IH), 7.33 (d, J = 2.1 Hz, IH), 
7.30-7.20 (m, 4H), 7.12-7.02 (m, 5H), 6.98-6.92 (m, 2H), 6.71 (d, J = 7.8 Hz, IH), 
6.63 (s, IH), 6.25 (t, J = 2.1 Hz, IH), 5.21 (s, 2H), 4.20-4.10 (m, 4H), 2.85 (t, J = 7.8 
Hz, 2H), 2.54 (t, J = 7.8 Hz, 2H)o 

[:^^U'^7Am] 

TL C : Rf 0.50 (^^7 o ^7j^;l/A : ;<^J—)V= 1 0 : 1) o 

mmms (i 6 5) 

3- (2- (2- (4 1 -■^;V) ^nh:^^^) -4- 
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COOH 



TL C : Rf 0.50 (^UU^Jl'A : ;V= 5 : 1) o 

mmM3 (16 6) 

5 3- (2- (2- (4-73^^;i/- 1, 2, 3, 6 -5^ h ^ t H D U > 

-i--i';v) j:.h=¥5/) -4- (b-^^j^— 1 — r;i/p<5^;i/) 7 



TL C : Rf 0.51 (^utiyi^J]yA : y<^J~-)\y= 5 : 1) o 

10 

3- (2- (2- (4-731— 1 — r;i/) Jih=¥i^) -4- 

(tf^v— ;i/-i — r;^^^^;^) rn>'i>^ 

^COOH 





15 TLC : Rf 0.47 (^Dn^;VA : ;i/=5 : 1) o 
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■mm 3 (16 8) 



3- (2- (2- (:7rcy^-y-i^>- 1 0— f;i/) -4- (b-^ 

^COOH 



TLC : Rf 0.23 (^nD?^;i/A : ;V= 9:1) ; 

N M R (300 MHz, CDCI3) : 6 7.53 (d, J = 2.1 Hz, IH), 7.35 (d, J = 2.1 Hz, IH), 
7.12 (d, J = 7.5 Hz, IH), 6.83-6.60 (m, lOH), 6.26 (t, J = 2.1 Hz, IH), 5.24 (s, 2H), 
10 4.17 (t, J = 5.7 Hz, 2H), 3.98 (t, J = 5.7 Hz, 2H), 2.86 (t, J = 7.8 Hz, 2H), 2.55 (t, J = 
7.8 Hz, 2H)o 

TLC : Rf 0.47 (^UU7is)]/A : pi^^y— ;V= 1 0 : 1) o 

15 mmms (i 6 9) 

4- (2- (2-y:c.-)]y3::h^^) -4- {3 -t^TJ ^ ^i^^^Jl^) 



5 
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COOH 



TLC : Rf 0.56 (^DD7fc;VA : ^^7— ;V= 10:1) ; 
NMR (300 MHz, CDQa) : 6 7.43-7.08 (m, lOH), 6.94-6.84 (m, 2H), 5.00 (s, 2H), 
4.18 (t, J = 6.8 Hz, 2H), 3.11 (t, J = 6.8 Hz, 2H), 2.63 (t, J = 7.4 Hz, 2H), 2.31 (t, J = 
5 7.4 Hz, 2H), 1.94-1.77 (m, 2H) o 

^^#13 (17 0) 

4- (2- (2- {±y'$'\y>-2-4)V) nih^psy) -4- 



TLC : Rf 0.63 (^pn7jx;i/A : ^iJ'.^— ;i/= 10:1) ; 
NMR (300 MHz, CDCI3) : d 7.84-7.75 (m, 3H), 7.73 (s, IH), 7.49-7.31 (m, 4H), 
7.28-7.14 (m, 3H), 7.09 (d, J = 8.1 Hz, IH), 6.92-6.84 (m, 2H), 4.99 (s, 2H), 4.27 (t, 
J = 6.6 Hz, 2H), 3.27 (t, J = 6.6 Hz, 2H), 2.62 (t, J = 7.7 Hz, 2H), 2.25 (t, J = 7.7 Hz, 
15 2H), 1.90-1.76 (m, 2H)o 

^^^13 (17 1) 
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2- (2- (2- (i-y^U>-2-4J\^) =!^h^i^) -4- (tf^^/— ;i/ 

o 



T L C : R f 0.45 (WM^^J^ : p< ^ — ;V= 3:1); 
5 NMR (300 MHz, DMSO-d^) : 6 8.25 (t, J = 5.4 Hz, IH), 7.88-7.76 (m, 6H), 
7.53-7.45 (m, 4H), 7.10 (s, IH), 6.79(dd, J = 8.1, 1.5 Hz, IH), 6.27 (t, J = 2.1 Hz, 
IH), 5.35 (s, 2H), 4.42 (t, J = 6.6 Hz, 2H), 3.84 (d, J = 5.4 Hz, 2H), 3.33-3.29 (m, 
2H)o 

10 mmms (172) 

3- (2- (2- (2-p<^;w ^y^/— ;v- 1 — f;i/) ^h^s^) -4- 



TLC : Rf 0.50 ;v) ; 

15 NMR (300 MHz, DMSO-dJ : 6 7.77 (d, J = 2.1 Hz, IH), 7.42 (d, J = 2.1 Hz, IH), 
7.09-7.05 (m, 2H), 6.83 (s, IH), 6.71-6.65 (m, 2H), 6.24 (t, J = 2.1 Hz, IH), 5.23 (s, 
2H), 4.28 (t, J = 4.8 Hz, 2H), 4.14 (t, J = 4.8 Hz, 2H), 2.66 (t, J = 7.5 Hz, 2H), 2.30- 
2.26 (m, 5H)o 
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mmms (i 73) 

3- (2- (5-:7 -4- (If^^/— ;v- 1 — f ;v 




5 TLC : Rf 0.63 (^DP/}^;VA : pi^y— ;i/= 1 0 : 1) o 
^M#iJ3 (17 4) 

3- (2- (6-y :^—j\y^^tyJV^^iy) -4- 1 — 




TLC : Rf 0.61 (^DD5j^;i/A : pi^J'y— ;i/= 1 0 : 1) o 

mmms (175) 

3- (2- (2- (^7^l/>-2— f;p) aih^^y) -4-l::Fn^i/p< 
15 r^D^'^V^ 
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COOH 



TLC : Rf 0.51 (^xnUTiKjVJ^ : p<^y— ;i/= 10: 1) o 



mm 3 (17 6) 



5 3- (2- (3- (N-^5^;i'-N-7rc-;i/T^y) yu^s^-» -4- 



TLC : Rf 0.36 (^UXi-^^VA : ^^J^y— 19:1) ; 
NMR (300 MHz, CDCI3) : 6 7.54 (d, J = 1.8 Hz, IH), 7.36 (d, J = 2.4 Hz, IH), 
10 7.28-7.18 (m, 2H), 7.14 (d, J = 7.5 Hz, IH), 6.77-6.62 (m, 5H), 6.27 (dd, J == 2.4, 1.8 
Hz, IH), 5.26 (s, 2H), 3.96 (t, J = 5.4 Hz, 2H), 3.53 (t, J = 7.2 Hz, 2H), 2.98 (t, J = 
7.8 Hz, 2H), 2.93 (s, 3H), 2.67 (t, J = 7.2 Hz, 2H), 2.05 (m, 2H)o 

mmm3 cm) 

15 3- (2- (2- (N-3i5=-;i/-N->'i— ;VT^y) -4- (tf 

^N/„;v- 1 --r;i/^5^;i/) 7^^— ;v) :7°d^'^>^ 
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TLC : Rf 0.38 : ^^7— ;V= 19:1) ; 

N M R (300 MHz, CDCI3) : 6 7.53 (d, J = 2.1 Hz, IH), 7.35 (d, J = 2.4 Hz, IH), 
7.25-7.18 (m, 2H), 7.12 (d, J = 7.5 Hz, IH), 6.77-6.64 (m, 5H), 6.26 (dd, J = 2.4, 2.1 
Hz, IH), 5.23 (s, 2H), 4.07 (t, J = 6.0 Hz, 2H), 3.71 (t, J = 6.0 Hz, 2H), 3.46 (q, J = 
6.9 Hz, 2H), 2.91 (t, J = 7.2 Hz, 2H), 2.59 (t, J = 7.2 Hz, 2H), 1.17 (t, J = 6.9 Hz, 2H)o 

T L C : R f 0.64 D D*:;i/A : p< ^ ^ — ;i/= 1 0 : 1 ) o 

mmms (i 7 8) 

3- (2- (2- (N- (2 KD=3{^SX3::5^;i/) -N-7 j:— ^ ) 

j:-h^i>) -4- (if^y— ;v-l — (jv^^^^v) :7^r:;v) :rn/i>^ 



TL C : Rf 0.41 (^^Dn7fc;VA : ^^y— ;i/= 9:1); 
N M R (300 MHz, CDCI3) : 6 7.53 (d, J = 1.8 Hz, IH), 7.35 (d, J = 2.4 Hz, IH), 
7.27-7.21 (m, 2H), 7.11 (t, J = 7.8 Hz, IH), 6.82-6.69 (m, 5H), 6,26 (dd, J = 2.4, 1.8 
Hz, IH), 5.22 (s, 2H), 4.13 (t, J = 4.8 Hz, 2H), 3.86-3.78 (m, 4H), 3.61 (t, J = 6.0 Hz, 
2H), 2.92 (t, J = 7.5 Hz, 2H), 2.57 (t, J = 7.5 Hz, 2H)o 

mmms (17 9) 

3 - (2- (2- (3 - (tf^US^>- 1 --r;^) ;!/) rnh^^s^) - 

4- (if^v^— 1 -^;i^pi5^;v) 73ir:;v) 7°n/i>^ 
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COOH 




o 



T L C : Rf 0.40 (^=^-y-> : mM^^^^= 1:2); 
N M R (300 MHz, CDCI3) : 6 7.53 (d, J = 2.1 Hz, IH), 7.36 (d, J = 2.1 Hz, IH), 
7.20 (t, J = 7.8 Hz, IH), 7.11 (d, J = 7.8 Hz, IH), 6.92 (s, IH), 6.85-6.70 (m, 3H), 
6.66 (s, IH), 6.26 (t, J = 2.1 Hz, IH), 5.25 (s, 2H), 4.13 (t, J = 6.6 Hz, 2H), 3.15-3.11 
(m, 4H), 3.02 (t, J = 6.6 Hz, 2H), 2.89 (t, J = 7.5 Hz, 2H), 2.52 (t, J = 7.5 Hz, 2H), 
1.76-1.69 (m, 4H), 1.60-1.54 (m, 2H)o 

mmms (iso) 

3_ (2 - (2 - (3 - (^;v^u >'-4--f ;v) •7 3^r^;i/) :^h^ty) - 



TLC : Rf 0.25 (^=3f1t> :Wm.^^^^= 1:2); 
NMR (300 MHz, CDCI3) : 3 7.53 (d, J = 1.8 Hz, IH), 7.36 (d, J = 1-8 Hz, IH), 
7.22 (t, J = 7.8 Hz, IH), 7.10 (d, J = 7.8 Hz, IH), 6.84-6.66 (m, 5H), 6.27 (t, J = 1.8 
Hz, IH), 5.25 (s, 2H), 4.12 (t, J = 6.6 Hz, 2H), 3.88-3.85 (m, 4H), 3.17-3.14 (m, 4H), 
3.03 (t, J = 6.6 Hz, 2H), 2.88 (t, J = 7.8 Hz, 2H), 2.53 (t, J = 7.8 Hz, 2H)o 
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mmm 3 ( 1 8 1 ) 

3_ (2- (2- (^:7^l/>-2 --r;V) :r.h^i^) -4- (l-tHn 




TL C : Rf 0.56 (^nn7f:;VA : 7^^$^^— ;V= 10: 1) o 



^#13 (18 2) 

3- (2- (2- (±:7^i/>-2— r;v) j::h=^5>') -4- (if^^/— ;v 




T L C : R f 0.53 D D5tc;i/A : ^ ^ — ;i/ : 1^^= 1 8 : 1 : 1 ) o 



^^.#■13 (18 3) 

3- (2- (2-t Hn^i>'-2- (:^:7a7lx>-2--r;^) J^h=^^>') - 




OH 
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TLC : Rf 0.39 (^=3pi^> : mm^^^J^^ 1:1. 0.5%mm) I 
NMR (300MHz, CDCI3) : 6 7.92 (s, IH), 7.88-7.80 (m, 3H), 7.57-7.44 (m, 3H), 
7.34 (m, IH), 7.25-7.12 (m, 4H), 6.93 (d, J = 7.8 Hz, IH), 6.86 (s, IH), 5,32 (dd, J = 
7.8, 3.6 Hz, IH), 4.97 (s, 2H), 4.23 (dd, J = 9.3, 3.6 Hz, IH), 4.14 (dd, J = 9.3, 7.8 Hz, 
IH), 3.10-2.90 (m, 2H), 2.63 (m, 2H)o 

^#113 (18 4) 

3_ (2 - (2 - (1, 2, 3, Hn-rv^>"J>-2— f;i/) 

ar^h^^i^-) -4- (if^v"— ;v- yu^^ym 



TLC : Rf 0.30 i^uU-^JVA : pi^S^y— ;i/= 10:1) ; 
NMR (300 MHz, CDCI3) : 6 7.55 (d, J = 1.8 Hz, IH), 7.38 (d, J = 2.4 Hz, IH), 
7.18-7.03 (m, 5H), 6.75 (d, J = 7.5 Hz, IH), 6.66 (s, IH), 6.28 (m, IH), 5.27 (s, 2H), 
4.09 (t, J = 4.5 Hz, 2H), 3.88 (s, 2H), 3.11-2.94 (m, 8H), 2.32 (t, J = 8.4 Hz, 2H)o 

mmm3 ( i 8 5) 



3- (2- (2- (9-^^;i/:*;W^'^/— ;i/-2--f;i') :r,h^i^) -4- 

^ ^ XOOH 
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TLC:Rf 0.36 D : ;^ ^ — ;V= 9 : 1 ) ; 
NMR (300 MHz, CDCI3) : d 8.09-7.99 (m, 3H), 7.53 (d, J = 1.8 Hz, IH), 
7.49-7.05 (m, 6H), 6.74-6.67 (m, 2H), 6.25 (dd, J = 2.1, 1.8 Hz, IH), 5.24 (s, 2H), 
4.23 (t, J = 6.6 Hz, 2H), 3.83 (s, 3H), 3.28 (t, J = 6.6 Hz, 2H), 2.89 (t, J = 7.8 Hz, 2H), 
2.52 (t, J = 7.8 Hz, 2H)o 

mmm3 (is 6) 

3 - (2 - (2- (3 - (4-p<9^;H^^^S^>- 



TLC : Rf 0.20 (^nn*:;VA : ^^^'y— ;v=9 : 1) ; 
NMR (300 MHz, DMSO-dfi) : 6 7.77 (d, J = 2.1 Hz, IH), 7.42 (s, IH), 7.14-7.04 
(m, 2H), 6.87-6.63 (m, 5H), 6.23 (t, J = 2.1 Hz, IH), 5.23 (s, 2H), 4.08 (t, J = 6.6 Hz, 
2H), 3.12-3.08 (m, 4H), 2.94 (t, J = 6.6 Hz, 2H), 2.70 (t, J = 7.5 Hz, 2H), 2.44-2.41 
(m, 4H), 2.35 (t, J = 7.5 Hz, 2H), 2.20 (s, 3H)o 

mmms (is?) 

3 - (2- (2- (3 - (4 -T-fe5^;i/b°^^i^>- 1 -^;i/) 7rc-;v) 
jih^sx) -4- (if^^/— 1 ;!/;>< ^;i/) 7x.^;v) rn/i^^ 




198 



wo 03/016254 



PCT/JP02/08120 




T L C : R f 0.40 (^5^ n D^^;!/^ : pi ^ y — ;V= 9:1); 
N M R (300 MHz, CDCI3) : d 7.53 (d, J = 2.1 Hz, IH), 7.35 (d, J = 2.1 Hz, IH), 
7.21 (t, J = 7.8 Hz, IH), 7.08 (d, J = 7.8 Hz, IH), 6.87-6.65 (m, 5H), 6.26 (t, J = 2.1 
5 Hz, IH), 5.24 (s, 2H), 4.11 (t, J = 6.0 Hz, 2H), 3.79-3.75 (m, 2H), 3.64-3.61 (m, 2H), 
3.19-3.11 (m, 4H), 3.03 (t, J = 6.0 Hz, 2H), 2.86 (t, J = 7.8 Hz, 2H), 2.51 (t, J = 7.8 
Hz, 2H), 2.15 (s, 3H)o 

m&mS (18 8) 

10 3- (2- (2-:7ain;i/T^y3i h:3p5^) -4- (tf^>/>-;i/- 1 — f;i/ 




TL C : Rf 0.56 (^Dn4^;i/A : ^^J^^— ;V= 10:1) ; 
NMR (300 MHz, CDCI3) : S 7.54 (d, J = 1.5 Hz, IH), 7.36 (d, J = 2.1 Hz, IH), 
15 7.22-7.09 (m, 3H), 6.77-6.64 (m, 6H), 6.27 (t, J = 2.1 Hz, IH), 5.25 (s, 2H), 4.10 (t, J 
= 8.1 Hz, 2H), 3.53 (t, J = 8.1 Hz, 2H), 2.94 (t, J = 7.5 Hz, 2H), 2.61 (t, J = 7.5 Hz, 
2H)o 
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mmms (i 8 9) 

3- (2- (2- ii-y^U>-2-4 Jl) ^h^i^) -4- (N-T-fe5^ 




o 



5 TLC : Rf 0.45 (^^DD/^;VA : pi^y— ;i/=9 : 1) ; 

NMR (300 MHz, CDCI3) : 6 7.82-7.78 (m, 3H), 7.75 (s, IH), 7.45-7.41 (m, 3H), 
7.11 (d, J = 7.5 Hz, 0.4H), 7.06 (d, J = 7.5 Hz, 0.6H), 6.75 (brs, 0.6H), 6.71 (brd, J = 
7.5 Hz, 0.6H), 6.64 (brd, J = 7.5 Hz, 0.4H), 6.59 (brs, 0.4H), 4.50 (s, 1.2H), 4.44 (s, 
0.8H), 4.27-4.23 (m, 2H), 3.29-3.23 (m, 2H), 2.91 (s, 1.2H), 2.90-2.85 (m, 2H), 2.88 
10 (s, 1.8H), 2.55-2.49 (m, 2H), 2.13 (s, 3H) o 



mmm3 (i 9 o) 

3- (2- (2- V>-2--r;i/) ^h^-» -4- (N-rch:3f- 




15 O 

TLC : Rf 0.14 :mM^^J\y=2 : 1) ; 

NMR (300 MHz, CDCQ : 6 7.81-7.78 (m, 3H), 7.74 (brs, IH), 7.45-7.41 (m, 3H), 
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7.07 (d, J = 7.5 Hz, IH), 6.78-6.66 (m, 2H), 4.39 (brs, 2H), 4.25 (t, J = 6,6 Hz, 2H), 
4.17 (q, J = 6.9 Hz, 2H), 3.27 (t, J = 6.6 Hz, 2H), 2.91-2.70 (m, 5H), 2.55-2.50 (m, 
2H), 1.28-1.23 (m, 3H)o 

5 TL C : Rf 0.50 (n-^^^PitV : ma::5=-;i/= 1 : 2) o 

mmma (i 9 i) 

3- (2- (2- (N-^>i^;V-N-p<^;i/T^y) o^h^S^) -4- (l^ 
^v"— 1 — f;i'p<5^;i/) 73^::^;!/) 7°n;i>^ 



COOH 



10 




TLC : Rf 0.40 (i5'nD4^;i/A : pi^j^y— ;i/= 10: Do 

mmm 3 (192) 

3- (2- (2- (N-^>$^;V-N-3^5^;i/7^^y) a^h:3p^) -4- 

^COOH 




201 



wo 03/016254 



PCT/JP02/08120 



TLC : Rf 0.40 (^DDJJ^;VA : yi^^—;V= 1 0 : 1) o 

mmms (193) 

3- (2- (2- (N-7 3.^;i/-N-rDif;vT^y) rnhdp^y) -4- 

^COOH 



TLC : Rf 0.48 (^DD73^;i/A : p?^?^— ;V= 10:1) ; 

N M R (300 MHz, CDCI3) : 6 7.53 (d, J = 2.1 Hz, IH), 7.35 (d, J = 2.1 Hz, IH), 

7.26-7.16 (m, 2H), 7.11 (d, J = 7.8 Hz, IH), 6.76-6.61 (m, 5H), 6.26 (t, J = 2.1 Hz, 



5.23 (s, 2H), 4.07 (t, J = 6.0 Hz, 2H), 3.74 (t, J = 6.0 Hz, 2H), 3.33 (t, J = 7.8 Hz, 2H), 
2.90 (t, J = 7.8 Hz, 2H), 2.59 (t, J = 7.5 Hz, 2H), 1.72-1.56 (m, 2H), 0.93 (t, J = 7.2 
Hz,2H)o 

15 mmms (194) 

3- (2- (2- (6-^h^-y-i-y^]y>-2 — fJ\y) J^h^^) -4 

- (tf^v/— 1 — r;v^5^;v) y^:.—;]/) yu^-^ym 




10 IH), 
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T L C : R f 0.67 {ia.-^^V-> : g^M^5^;i/= 1:2); 
N M R (300 MHz, CDCI3) : 6 7.72-7.62 (m, 3H), 7.53 (d, J = 0.9 Hz, IH), 
5 7.40-7.32 (m, 2H), 7.16-7.05 (m, 3H), 6.74-6.65 (m, 2H), 6.25 (t, J = 2.1 Hz, IH), 
5.24 (s, 2H), 4.18 (t, J = 6.6 Hz, 2H), 3.89 (s, 3H), 3.19 (t, J = 6 .6 Hz, 2H), 2.87 (t, J 
= 7.5 Hz, 2H), 2.50 (t, J = 7.5 Hz, 2H)o 

TLC : Rf 0.51 (^UU7i^J]/A : j^^J—Jl^= 1 0 : 1) o 

10 

mmm 3 (195) 

3- (2- (2- (pb;wN'v'— ;i/-9--i';v) :^h^-» -4- (if^v"— 

^COOH 




15 lyv-mi 

TLC : Rf 0.51 (^au^sJlA : 10:1) ; 
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NMR (300MHz,DMSO-d«) : d 8.15 (d, J = 8.1 Hz, 2H), 7.77-7.65 (m, 3H), 
7.51-7.38 (m, 3H), 7.21 (t, J = 7.5 Hz, 2H), 6,96 (d, J = 7.8 Hz, IH), 6.82 (s, IH), 
6.61 (d, J = 7.8 Hz, IH), 6.23 (brs, IH), 5.19 (s, 2H), 4.92-4.80 (m, 2H), 4.35-4.25 
(m, 2H), 2.45 (t, J = 7.5 Hz, 2H), 2.12 (t, J = 7.5 Hz, 2H)o 

5 li-hVr^^Ami 

TLC : Rf 0.51 (^UU-^^JVJ^ : jA^J~JV= 10:1) ; 
NMR (300 MHz, DMSO-d^) : 6 8.13 (d, J = 7.8 Hz, 2H), 7.76-7.68 (m, 3H), 
7.45-7.40 (m, 2H), 7.38 (s, IH), 7.19-7.16 (m, 2H), 7.00 (d, J = 7.8 Hz, IH), 6.74 (s, 
IH), 6.58 (d, J = 8.4 Hz, IH), 6.20 (t, J = 2.1 Hz, IH), 5.16 (s, 2H), 4.82-4.76 (m, 
10 2H), 4.26-4.16 (m, 2H), 2.45-2.40 (m, 2H), 2.00-1.92 (m, 2H) o 



^^^J3 (19 6) 

3 - (2 - (2 - (9, ]^tiT^Vt^>-9-:t>- 1 

:E.h=3r$^) -4- {i^^^J—JV- 1 :7ic-;i/) yuJMym 

^COOH 



15 




TLC : Rf 0.45 (-^UU-^JVA : p<^y~;i/= 10:1) ; 
NMR (300 MHz, DMSO-dfi) : 6 8.37 (dd, J = 8.1 Hz, 2H), 8.05 (d, J = 8.7 Hz, 
2H), 7.90-7.80 (m, 2H), 7.74 (d, J = 1.8 Hz, IH), 7.41 (d, J = 1.8 Hz, IH), 7.36 (t, J = 
7.2 Hz, 2H), 6.99 (d, J = 7.5 Hz, IH), 6.88 (d, J = 1.2 Hz, IH), 6.63 (dd, J = 7.5, 
20 1.2 Hz, IH), 6.23 (t, J = 1.8 Hz, IH), 5.20 (s, 2H), 5.08 (t, J = 5.1 Hz, 2H), 4.43 (t, J 
= 5.1 Hz, 2H), 2.47 (t, J = 7.8 Hz, 2H), 2.12 (t, J = 7.8 Hz, 2H)o 
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mmms (197) 

3- (2- (2- (N-7 3i-;i/-N-^^;i/X;i/:tJ:=:;VT5.y) :^h^-» 

-4- (if^y— 1— r;vp<^;i/) ^^^in;!/) rn^^v^ 

^COOH 



TLC : Rf 0.49 (^0D:^;1/A : ^^7— ;i/= 1 0 : 1) o 
^ate^J3 (19 8) 

3- (2- (2- (N-T-fe5=-;V-N-7:n-;i/T^y) a^h^Sx) -4- 

10 (tf^\/— ;i/-i — r;vp<5^;i/) rn^^vm 

^COOH 



TLC : Rf 0.50 (<^DD^;VA : ;V= 1 0 : 1) o 

CT#IJ3 (19 9) 

15 3- (2- (2- (N-^>i^;i'-N--:7 3i— ;i/7^^y) a^hdfS^) -4- 
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— ov^^jv) y'xn^'^i^m. 




COOH 



TLC : Rf 0.23 (n-^^1^> : S^m^^;V= 1 : 1) o 

5 mmms (200) 

3- (2- (2- (N- (2 -N-:7 j:— ) h 

^iy) -4- (1^^^/— ;v- 1— r;i'^5^;v) :7a^r:;i/) rD>''?>m 

^COOH 



mmrns (201) 

3- (2- (3- 1 0 JV) yt27t^:^ty) -4- 




TLC : Rf 0.50 (^tixn7iKj]^A : ^^y— ;V= 1 0 : 1) o 
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TLC : Rf 0,50 (^DD7}n;1/A : ;i/= 19:1) ; 

N M R (300 MHz, CDCI3) : 6 7.55 (dd, J = 2.1, 0.6 Hz, IH), 7.36 (dd, J = 2.1, 0.6 
Hz, IH), 7.15 (d, J = 7.5 Hz, IH), 6.80-6.71 (m, 3H), 6.68-6.59 (m, 5H), 6.56-6.50 
5 (m, 2H), 6.27 (t, J = 2.1 Hz, IH), 5.26 (s, 2H), 4.04 (t, J = 5.6 Hz, 2H), 3.78-3.68 
(m, 2H), 3.01 (t, J = 7.8 Hz, 2H), 2.68 (t, J = 7.8 Hz, 2H), 2.20-2.08 (m, 2H)o 

mmms (202) 

3- (2- (2- a-yd^Uly-Z-^JV) a:.h^-» -4- {N-^j:.- 




TL C : Rf 0.46 (n— \^-y-> : i^^a^^;i/= 1 : 2) ; 
NMR (300 MHz, DMSO-dg) : 6 10.11 (s, IH), 7.91-7.82 (m, 4H), 7.76-7.69 (m, 
2H), 7.57-7.41 (m, 5H), 7.38-7.29 (m, 2H), 7.26 (d, J = 7.8 Hz, IH), 7.08 (m, IH), 
15 4.38 (t, J = 6.3 Hz, 2H), 3.26 (t, J = 6.3 Hz, 2H), 2.80 (t, J = 7.6 Hz, 2H), 2.42 (t, J = 
7.6 Hz, 2H)o 
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Hi^'fbj^^ (lO.Oml) 5 0°CTN-:^n^X^S/-r ^ K (6 4 5m 

g) . Mm.^h-^>'J-()^ (7 6mg) ^SD^s m^m^i enmtmmmh 

10 nt^o 

#e5tLfc7*DA#;0N, N-S^;><5^;P5^;i/AT5. F (3.0ml) 
:^J';'^A (SOOmg) ^M^. 5 0°CT- l^^^#b;feo MiiSm 

15 S^:^3^A^n X' h^*^:7^— (n-^=^-y-> : S^^a::5^;i/= 8 : 1) -eM 
MbT. OT®t;14fiS^#-r^^M-fb^ (2 8 5mg) Sf#feo 
T L C : R f 0.23 (n-^^-y-> : It^a:5^;i/= 1 0 : 1) o 

20 3- [4-T-fe hdrSyp<5^;i/-2- ( t -y^ h :7aa-;i/] 
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O 




5 :&5^h^t:FD:7^>(50ml) :feJ:tJ?p< ^ y — ;i/ (13 ml) 

?^i3?§pbfeo ^(Dmm:^o°c'(:r.mh—^yir)]y6 7Km^ (sAg) mu^. 

^^M^b^ (3.8 g) ^mtco 

TLC : Rf 0.19 (n-^^i^> : i^^:x5^;i/= 5 : 1) o 




COOH 



^#^j6T?Matbfe'fb^ (3.8 g) oimt^'^i^y (4.omi) mmi^. 
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Mt?Tr:V— ;V (2.0ml) :feJ:t>'b U:7;i/;tD#^ (5.0ml) ^M^^ U-^ 
5 TLC : Rf 0.63 (^UUTi^Jl^A : ;i/=9 : 1) o 

3- [2- ( (^^'^ vv- 1 -'f;i/p<^;i/) :3f3;wt^-r;i/) -4-T-feh 



##^j7-e^jgbfe'fb^ti (3.2g) 0«h;v3z> (2 0ml) m^iz^ 

^MT-:r^ifU;v^D^-1' F (1.0ml) jsJ^tJ^N, N-S^^5^;i/4^;VAT3; 

F mum) ^m^. m-^^^ imsmnLt^o ^mm-^^^mmL'. 

\zh)V:xuy^W^vrco mm(DiMf(h?^^]y> (1 0ml) m^^s l-i-y^ 

15 ;i/p<5^;vT5:> (2.1ml) oM^h^^i^y (3 Omi) -trus^v (1.8ml) 

^iii3 0wjn;is m-^^^ immmwLrco Kmm'^i:i2Nmm (7.0m 

?5fe#m^ ?Mb-Cs OT®«^ii^wi-^^@<b^^^ (4.5 g) ^#feo 

TLC:Rf 0.25 (n-^^-y-V : i^^3ig^;i/= 2 : 1) o 



o 



10 




20 



mmm4: 
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3- [2- ( (:^•7^l/>- 1 --f :*;w^^-^;i/) -4-tKn 

o 




##^J 8 TM^Sbfc^b-a^ (10.9mm o 1 ) ©o^^ ^ — ;i/ (40ml) 
5 iz^ 0°C■e:^^Ue7A3^h=3^i>'^' (7 4 0mg) ^5n;?.N ^^-^^^^2 0^^ 

^^7^— (ii-^^"9-> : i^m3^^;V= 1 : 1) T-M^bT^ Ji;T©t»'l4 

fifi^^-r?>«m^i:^ (3.2 g) ^mtczo 

10 TL C : Rf 0.20 (n— : ft^J^-5^;V= 1 : 1) ; 

NMR (300MHz, CDQs) : 6 8.14 (d, J = 8.7 Hz, IH), 7.92-7.79 (m, 2H), 7.62- 
7.40 (m, 3H), 7.36-7.10 (m, 4H), 6.61 (t, J = 5.4 Hz, IH), 5.08 (d, J = 5.4 Hz, 2H), 
4.59 (s, 2H), 4.03 (q, J = 7.2 Hz, 2H), 3.06 (t, J = 7.4 Hz, 2H), 2.67 (t, J = 7.4 Hz, 
2H), 1.19 (t, J = 7.2 Hz, 3H)o 

15 

3_ [2- ( (:J-7^i/>- i--f >b;w^^^-r;v) -4- (2- 
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ml) CDv^h^tiFP^^V (4ml) m^liZ.^ ^^a"^ h U 7 
> (3 0 Omg):}3J:t>*S^3^5^;VT^/S^:t?;Vj}f^$^^— h (0.5ml, 4 0% 

^feSyUpbWrjf^^A^O T h^^'^y^— in-^^-^> :WfB.^^J\^=5 : 
1) l?3^Mb-t. OT®«iit^*-r§^M^b^ (3 3 Omg) §f#feo 
TLC:Rf 0.25 (ii-^^-9-> : i^^:n^;i/= 3 : 1) ; 
N M R (300MHz, CDCI3) : 6 8.15 (d, J = 8. 1 Hz, IH), 7.93-7.80 (m, 2H), 7.62- 
10 7.36 (m, 7H), 7.16-7.06 (m, 2H), 6.89-6.76 (m, 2H), 6. 52 (t, J = 5.4 Hz, IH), 5. 10 (d, 
J = 5.4 Hz, 2H), 4.99 (s, 2H), 4.05 (q, J = 7.2 Hz, 2H), 3.09 (t, J = 7.4 Hz, 2H), 2.69 
(t, J = 7.4 Hz, 2H), 2.17 (s, 3H), 1.19 (t, J = 7.2 Hz, 3H)o 

^^J5 (1) -^^J5 (8 3) 

mmm5 (i) 

3- (2- ( i3-^^J]y- 1- i±y^]y>-l--CJ^) 75^;i/) 
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O 




TLC:Rf 0.66 (n-^^^> :mM=^^J^= 1 : 1) o 

mmms (2) 

5 3- (2- ( (±:7^ 1 — r;i/) :i7;w^- 

o 




TLC : Rf 0.14 in-^^V-> : @^mJ^5^;V= 1 : 1) o 

10 mmm5 o) 

3_ (2 - ( ( (IR) -1- 

o 
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T L C : R f 0.58 (n-^^^y : ®^^3i5^;i/= 1 : 1 ) o 

mmm5 (4) 

3- (2- ( (1- i--r;v) -^^w^^e^jiy) - 

o 




T L C : R f 0.56 (n-^^-9-> : @^^a^5^;i/= 1 : 1 ) o 
^fite#!l5 (5) 

10 3-(2-(((is)-i - (^:7^i/>- tDW^^^ 

o 




TLC : Rf 0.58 (n-^=^-y-> : @^^^^;P= 1 : 1) o 
15 ^^J5 (6) 

3_ (2- ( (3-^^;v-i- (^:7^ix>-i— r;v) :^3;wn' 

^-r;V) -4- (l^U$^>-3 — r;V:t^2xpi5^;V) rny'iv^ 
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TL C : Rf 0.31 (n-^=^-y-> : mm^^J^= 1:1) 



mm 5 (7) 



3- (2- ( (3-?^^j\^- 1-y ^—Ji^y^^)^) iujiy^^^^ 



-4-7 




T L C : R f 0.65 (n-^^itV : St^J:^5^;i/= 1:1) 



mmm5 (8) 

3- (2- ( ( (iR) -1- (^y^)y>-i — r;i/) :i^5^;v) :*/;wN"^ 
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O 




TLC:Rf 0.78 (n-^=3p-y-> : @^^aig=-;V= 1 : 1) o 

5 3- (2- ( (3 1- (4-:7;v:^D7ai^;v) :7'5^;i/) :i7;w^' 

o 




TLC:Rf 0.53 (n-^^V-y :WM^^J^=3 : 1) o 

10 mmm 5 (i o ) 

3_ (2- ( (3-pi^;i/-l- (4-;'<g^;i/:7rc-;v) :^;w^'^ 
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TL C : Rf 0.52 (n-^^-y-> : #^ai^;i/= 3 : 1) o 

3- (2- ( (3-^5^;v-l- (4-yjv:tuy 



TLC : Rf 0.74 (^^nD/J^;i/A : ^^y— ;i/= 1 0 : 1) o 

mmm^ (12) 

3- (2- ( (3 1 - (4-7;i/;rD:7 3::n;i/) :^3;w^' 
^-r;i/) - 4- (2-^Dn-5-^5=-;i/>':i^>''=¥$^p<5=-;v) y^^— r 



o 
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O 




TL C : Rf 0.74 (^nn:?i^;i/A : ^^y— ;i/= 1 0 : 1) o 

mmm 5 ( i s ) 

5 3- (2- ( (3-^^;i/-l- (3, 5-S>^^J]/y :^^J]y) :^ 

o 




TLC : Rf 0.58 (n-^=^i^> : i^^:n5^;i/= 2 : 1) o 

10 ^^iJ5 (14) 

3- (2- ( (3-^^)]y- 1- (3, 5-P^^JVy^=-)ly) ^^f-Jly) 

ji'^^'e^^]/) -4- (3 -s^ry :7 3^y^s^p<5=-;v) ;!/) :rn7i>^ 
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mmm5 ci 5) 

5 3- (2- ( (3 -pi5=-;i/- 1 - (3, 5 y^-jv) 



o 




TLC : Rf 0.67 (n-^^-y-> : i^m^5^;V= 1 : 1) o 

10 

mmm 5 ( i 6 ) 

3- (2- ( (3-p<5=-;v- 1- 
;w?^-r;^) -4- (2-^ DP 



(3, 5 
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TLC : Rf 0.83 (n-^=3pf-> : i^^^^;i/= 1 : 1) o 
3_ (2- ( (3-^5=-;v-l- (3, 5 -s^p?^;i/:7i.n;i/) 



TLC : Rf 0.21 (n-^=3p-!t> :mm:^^)V= 1 : 1) o 

mmm5 ( i 8) 

3- (2- ( (3-;^^;i/-l- (4-^ h:3rS>- 1, 3 -i^:t^-y--r ><5^ 

>-6--i';v) >f3;wN"^-r;i/) -4- (2 -^^on- s-^^;^^ 



o 
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o 




O 



o 



> 



TLC : Rf 0.70 (n-^=¥1^> : Wm.:^^)\/= 1 : 2) o 

^^05 (1 9) 
5 3- (2- ( (3-^5^;i/- 1- (4-^ h:^->- 1, 
>-6— f;i/) y^))^) )V) -4- 

)]/) V^^-JV) y°un>W.:^^)^:^y^'T)]y 

o 



^^J5 (2 0) 

3- (2- ( (3 1- iA-^Y^ty- 1 , 3-i^:t^V4>V 
>-6--r;i/) y^^Jiy) -4- i2-^^)vy:ri^:^^^^ 




CN 



TLC : Rf 0.60 : @^^a^5^;V= 1:2) 



10 
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TLC : Rf 0.70 (n-^=3pit> : @|^:n^;i/= 1 : 2) o 

mmm5 (2 i) 

3- (2- ( (3 1 - (4-7;i/:rD-3-^^;i/7 3^-;i/) 
^)]/) :^;wt^-r;v) -4- (2-p<^;v7 3^y^$^p<^;i/) r 



TLC : Rf 0.56 (n-^=3p-y-> : @^^rc5=-;i/= 2 : 1) o 
^^#|J5 (2 2) 

3- (2- ( (3-^5=-;v-i- (4-7;i/:tD-3-^^;v:7r.^r^;i/) :^ 
^;wt^-r;^) -4- (2-^Dn-5-^^;i/:7 3^y^:^p<5^;i/) 
7 3^— ;v) 7'n>'i>^p<5^;i/j^:5^7^;v 
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T L C : R f 0.48 (Il-^^■t^> : g^^a^5^;V= 2 : 1 ) o 



5(2 3) 



3_ (2- ( i3-^^J]y- 1- (3-p<5=-;i':7:n-;i/) 




TLC : Rf 0.70 (n-^^-y-> : B^^a^^;V= 1 : 1) o 



^^J5 (24) 

3- (2- ( (3-p?5^;i/- 1- (3-^h^-yy:^-J^) -y^^M :*>'wt 
^-f;i/) -4- (3 -^Ty :7^y 7:11-;^) rn^^>^^^ 
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5 mmm5 (2 5) 

3- (l-^>s^;v-3- (3-^^)1^-1- (3, 5 -i^^9^;i/:7 3^^;i/) 




TLC : Rf 0.66 (n-^:^-9-> : i^^^^;i/= 1 : 1) o 

10 

^jfe^JS (2 6) 

3- (2- ( (3-^^;]y-l- (3, 4-$^P< 

224 



wo 03/016254 



PCT/JP02/08120 




TLC:Rf 0.45 iTi-^^V-> :WM=^^Jly- 1 : D 



5 (2 7) 



3- (2- ( {3-^^J\y- 1- (3-^5^;i/-4-7;i/:^n7 3in;i/) 



NC 



10 




TLC:Rf 0.43 {n-^^V-^ : WFM^9-J]y= 2 : 1) 
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mmm 5(28) 

3- (2- ( (3 1 - (3, 5-i^?i> h^iyy =^=-:>i^) y^^^) 



o 



5 




T L C : R f 0.42 (n-^=^-y-> : #^a^5^;i/= 1 : 1 ) o 

mmm 5(29) 

3- (2- ( (3-p<5^;i/- 1- (3, 5-i^^9^;V7:cr:;i/) -fy 




TLC : Rf 0.44 (n-^=^-y-> : i^^J^5^;i/= 3 : 1) o 
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mmms o o) 

3- (2- (1- (3, 5 :7'^;v:t?;wt^-f -4 

o 




5 TLC:Rf 0.79 (n-^=^it> : B^^3i5^;i/= 1 : 1) o 



5 (3 1) 



3- (2- ( (3-p<5^;v-l- (3, 5-5^^^;i/:7rc-;i/) 

10 




TLC:Rf 0.56 (n-^=¥it> : i^^^5^;i/= 2 : 1) 
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10 



mmm5 02) 

3- (2- ( (3-^5^;i/-l- (3, 5-i^^^;i/7 3ar^;i/) ^ 
;wN'^'i';i/) -4- (2-^DD>'rcy=^syp?^;v) :7x.— rn^^vm 




TLC:Rf 0.55 (n-^=3p-i^> : i^Ma:^;i/= 2 : 1) o 
^jfe#iJ5 (3 3) 

3- (2- ( (3-^^;i/-i- (3, 5-^:^^5=-;v>'3^— ;v) 

-4- (2, 4-i^:7;i/:;^D7 3^7^s^p«5^;v) y 
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TLC : Rf 0.55 (n-^^-^> : ®^^3i5=-;i/= 2 : 1) 



mms (3 4) 



3- (2- ( (3-^5^;i/-l- (3, 5-t>^^;]^y:i^-jv) y^)^) 




T L C : R f 0.56 (n-^=ar1^-> : B^^ai^;i/= 2:1) 



10 l^ife^JS (3 5) 

3- (2- ( (3-^9=-;i/- 1- (3, 5-i^p<5^;i/>'3^— :^ 
;w'^'^-r;v) -4- (2, 5 ->:^7;v;^-n7a^y^$/p«^;i/) ^^i— ;v) y 



229 



wo 03/016254 



o 




T L C : R f 0.58 (n-^=^-y-> : Wm:r.^^\y= 2 : 1 ) o 

mmm 5(36) 

3_ (2- ( (3-^^;i/-l- (3, 5-Sy^^J)yy3^=-)V) 
;w^^^;v) -4- (2 -^J^nn- 5 -7;v:rn:7 3iy ^ac^ 



o 




T L C : R f 0.51 (n-^^1f> : @^^a^5^;i/= 2 : 1 ) o 
^^^05 (3 7) 

3- (2- ( (3-^^;p-l- (3, 5-^p<5=-;v7 3i^;i/) :^ 

230 
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o 




TLC : Rf 0.25 (n-^^^> : @^^3^9^;i/= 1 : 1) o 

5 mmm 5 ( 3 s ) 

3- (2- ( (3-p<^;v-l- (3, 5 

;WN*^-r;V) -4- (3 -pi h=3p5y7 yrt:-)]/) :7°D7l> 



o 




10 T L C : R f 0.91 (n-^:^-y-> : @^^j^5=-;V= 1 : 1 ) o 

mm.m 5(39) 
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3- (2- ( (3-^5^;i/-l- (3, 5—y^9-)]yy:^^?\y) y^^^) 

-4- (3 -p<g^;i/:7^y :3p^>^5^;v) :7rc— ;v) ynnym. 



o 




5 TLC : Rf 0.87 (n-^=^-y-> : i^^J^^;V= 1 : 1) o 
^jffi#!l5 (4 0) 

3- (2- ( (3-p<^;v-l- (3, 5-i?^^;v7 3:n;i/) 

-4- (2 -^nn-4-7;i/;^n73^y^^^p<9^;i') :7 3::ri 
10 ;v) y^D/^•>^p^5^;^J^:^5";^ 

o 




TLC : Rf 0.42 (n-^=^-y-> : ft^a^'9=-;i'= 1 : 1) o 
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mmm 5 ( 4 i) 

3- (2- ( (3-p<^;i/-l- (3, 5 :^ 




TLC : Rf 0.43 (n-^=3p-y-> : @^^a^5^;i/= 1 : 1) o 

mmm5 (4 2) 

10 3- (2- ( (3-^5=-;i/- 1- (3, 5-5^p<5=-;V7jin;i/) :^ 
;wt^-r;v) -4- (2, 5 :7ic— a) rn 
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T L C : R f 0.42 (n-^=^-y-> : #^3:^5^;^= 1 : 1 ) o 

mmm5 (4 3) 

3- (2- ( (3-^^;i/-l- (3, 5-i^^^)Vy:x.=.)\y) ^^JV) 



TLC : Rf 0.51 (n-^=3p-y-> : mM^^^^=2 : 1) o 
10 ^j^^lS (4 4) 

3- (2- ( (3-p<^;v-i- (3, 5-s^^^;v:7 3^-;i/) y^^^-;^) 
;w\°^-f;i/) -4- (4-p<5^;v7 3iy:3rS/^^;v) 7 3.-;v) y-Dz-^y^ 




234 
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mmm5 (4 5) 

3- (2- ( (3-p<5=-;V- 1- (3, 5-i>^^JVy 




T L C : R f 0.52 (n— ^^"y-> : i^^a:^^;V= 2:1) 



mmm5 (4 6) 

3- (2- ( (3 

;wt^-f;v) -4 



(3, 5-p^^J^yy=^ 
- (3 -^nn7 3^y^^^5=-;i/) 

235 



^;i/) 
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O 




TLC : Rf 0.59 (ii-^^-y-> : i^ma^^;V= 2 : 1) o 

5 mmm5 (47) 

3- (2- ( (3-p<^;i/-i- (3, 5--y^9-)\yy^=-)]y) * 
;w^^-r;v) -4- (2-"7;p:^n-5-^5=-;i/>'3^>'=^5^p^^>'v) :7 3^^ 



o 




10 TLC : Rf 0.46 (n-^=^-y-> : #m:3^^;V= 2 : 1) o 
^]ffi^J5 (4 8) 
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3- (2- ( (3-ptg=-;i/- 1- — r;i/) ijjv^^ 



o 




5 TLC : Rf 0.49 (n-^^-y-> : M3i^;v= 1 : 1) o 
^^J5 (4 9) 

3- (2- ( (3-pi5^;i<'- 1- (:^7^l/>- 1 — f;i/) :*;w^ 
^-f;i/) -4- (2, 5 -i^7;i/:^P7iy ^i/pi^;t/) 7^— rn^'i 
10 >^p<^;vjiX7^;v 

o 




TLC : Rf 0.49 (n-^^-y-> : ||^ai5^;P= 1 : 1) o 



237 
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mmm 5 ( 5 o ) 

3- (2- ( (3-^^)]y- 1- {^y^vy-i--^ y'^)v) ;^7;wn' 



o 




T L C : R f 0.52 (n-^=3p-y-> : i^m:i^5^;i/= 1 : 1 ) o 



mmw^ (5 1) 

3- (2- ( (3 1 - (3, 5-s^p<5=-;v7:i^— :7'5^;i/) 
;w^^-f;v) -4- (3, 4-5^7;v:^D7aiy:^s^p<^;v) y:s:.—y\/^ y 



o 
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TL C : Rf 0.50 (n-^=3p-y-> ; f^^ai5=-;^=: 2 : 1) o 

mmm5 (52) 

3- (2- ( ( (IR) -3-^^;i/-l- (3, 5-i^^5^;i/7j:r:;i/) 
y"^)]/) :i?;w'^^-r;i/) -4- (2, 5 -e^:7;i/;rD7aiy 7 



o 




T L C : R f 0.57 (n-^^1^-> : i^^3i5=-;i/= 2 : 1 ) o 
Mi^J5 (5 3) 

3- (2 - ( ( (IS) -3-^^J\y- 1- (3, 5 -$;'^9^;i/7 3.n;i/) 
y^^JV) :*;;w^'^-f ;v) -4- (2, 5 -$;'7;V;4-d :7 icy :3r->^^;i/) y 
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O 




TLC:Rf 0.57 (n-^^i^> : i^^:r^5^;i'= 2 : 1) o 

mmms (5 4) 

3- (2- ( ( (IR) -3-^5^;V-l- (3, 5-i:^^^;V7:n-;i/) 

y^^jv) >f7;wt^-i';^) -4- (2 -:7;v;rn7 3^y^syp<5^;v) 



o 




T L C : R f 0.78 (n-^^1^> : H^^ai5^;v= 1 : 1 ) o 

mmm5 (5 5) 

3- (2- ( ( (IR) -3-^^;i/-l- (3, 5-S^p<5=-;i/7 3i::iA) 

5?7;w'^^-r;i/) -4- (4-7;i/:;rp:7 3^y=3r^p<^;v) ;v) 

240 
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o 




TLC : Rf 0.45 : mm:^^JV= 3 : 1) o 

5 mmm 5(56) 

3- (2- ( ( (IR) -3-p<5^;i/-l- (3, 5-:^p<5^;i/7:n-;i/) 

^;wt^-f;v) -4- (2 dj^sy^?^;!/) y:i^=.jv) 
r n ^ >^p< j:^;^ 



o 




10 TLC : Rf 0.71 (n-^^it> : @^^J^^;V= 1 : 1) o 
^life^l 5(57) 
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3- (2- ( ( (IR) -3-^^;V-l- (3, 5-^^^;V7 3zri;i/) 



o 




5 TL C : Rf 0.51 (n-^^^-y-V : »^j:^^;V= 3 : 1) o 
^^J5 (5 8) 

3 - (2 - ( (1- (3, 5 ;v) s^^n^^s/;v) :i;;wt 

^-r;V) -4- (2, 5 -:^:7;V::^D7 Ji^^^rS^pi^;!/) :7°D^^ 

o 




TLC : Rf 0.52 (n-^^i^> : @^^a::5^;i/= 2 : 1) o 

242 



wo 03/016254 



PCT/JP02/08120 



mmm5 (s 9) 

3- (2- ( ( (IR) -3-^5^;v-i- (3, 5-p^^;iy 




T L C : R f 0.70 (n-^^-y-> : @^^a::^;i/= 1:1) 



mmms (6 0) 

10 3- (2- (4- (3, 5-i^pi^;V73^— ;v) y-^— t: KPlf^>-4--i' 
;v) ?b;WN*^ -<;!/) -4- (2, 5 -i^7;v:;rn7 3i7:3p.>p<5^;^) ^a^n 

o 
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TLCiRf 0.49 (n-^^^y :WfM:^9-)V=1 : 1) 



MS (6 1) 



3- (2- ( ( (IR) -3-^g=-;v-i- (3, 5--:^^g^;v7ai^;i/) 




TLC:Rf 0.59 (n-^^-y-V : #^:i^'5=-;V= 2 : 1) 



10 mmm5 (6 2) 

3- (2- ( ( (IR) -3-?^^)V-l - (3, 5-$<?^9=-;V7 3.-;i/) 

^;w^^^-f;i/) -4- (2, 5 7^ 
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mmm 5(63) 

3 - (2 - ( ( (IR) -3-^^?]y- 1- (3, 5 m 




10 



TLC : Rf 0.67 (n-^=^-y-> : i^^a::^;i/= 3 : 1) 



^jfe#iJ5 (6 4) 

3- (2- ( ( (IR) 



3-p<^;i/-l- (3, 5-^^p<5^;P7 3in;i/) 
245 
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T L C : R f 0.67 ( h;^^> : i^^3i9^;^= 2:1) 



0 5 (65) 



3- (2- ( ( (IR) -3-?^^J\y- 1- (3, 5-S^^5^;i/7 3.r:;v) 
y^)]/) :5f7;WN"^>f ;i/) -4- (3 -^Dn:73iy :3s^s/^5^;v) >'a^n;v) 

o 




10 TLC : Rf 0.75 ( : i^^ai5^;p= 2 : 1) 



5 (6 6) 
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3- (2- (4- (3, 6-^^^J\/y :^—;]/) >'^— t h'Dg^:ttf^>-4 
— r;!/) ^;w-?^-f;p) -4- (2, 5 -:>^:7;i/;rD:7 3iy^^>^^;i/) :7 




5 TLC : Rf 0.50 (n-^^-y-> :i^^a^g^;i/=3 : 1) 



10 



5 (67) 



3- (2 - ( (4 - (3, 5 -^^p<^;v:7i-;v) ^'i— t. Fnlf ^ >- 4 - 

o 




CN 



TL C : Rf 0.20 (n-^^-y-> : i^^J:^g^;v= 2:1) 



247 
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mmm 5(68) 

3- (2- ( (4- (3, 5 y'^— b ^^t:^>-4- 
-f;v) :>b;W'^^-r;i/) -4- (2 -^^nn- 5 -7;v;^n:7 jiy=3f^s^^5=-;i/) 

o 




TLCiRf 0.70 (n— ^=^-y-> : #^3i9^;V= 1 : 1) o 
5(69) 

10 3-(2-((4-(3, 5 -s^^^;i/7 3^-;i/) /I— ti KDtl°^>-4- 
-f;^) ;b;W'?^-r;v) -4- (2 -^DD- 5 dps>'p<5^;v) 

o 




248 
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TL C : Rf 0.69 (n-^=3f9-> : P^J^5^;V= 1 : 1) o 

mmm5 (7 0) 

3- (2- ( (4- (3, B-V'ji^jvya^—jv) t 
5 >b;w^'^-f -4- (2, 5 -i^^Dn7:ny:3rS>'p<^;i/) 



TLC : Rf 0.70 (n-^=3p-y-> : m^=^^:>^= 1 : 1) o 

10 ^#05 (7 1) 

3- (2- ( (4- (3, 5 -^p<^;i/:7 3ir:;v) t Fn If ^ >- 4 - 




249 
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rnmmd (72) 

3- (2- ( (4- (3, 5 -S?^^;i/7air:;i/) Fn 4 - 

-f;!/) ijjw^^-fjv) -4- (3 -^DD:7aiy^s>'p(5^;i/) :7j:-;i/) ^ 



o 




TLC : Rf 0.70 (n-^^i^> : i^^ai5=-;i/= 1 : 1) o 



mmm 5(73) 

3- (2- ( (4- (3, 5 ^i-t Fn tf^ >- 4 - 



250 
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o 




TL C : Rf 0.42 (n-^^it> : mM=^'^J^= 1 : 1) o 

mrnmib (7 4) 

3 - (2 - ( (4 - (3, 5 -i^p<^;v:7:n-;i/) t F^l^^>-4- 



o 




TLC : Rf 0.50 (n-^=^-y-> : mM^^JV= 1 : 1) o 
^1^^115 (7 5) 



251 
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3- (2- ( (l-?^^)]yy^JV-^-=-}]y-4- (3, 5 -Pyi^Jl'^ 

if^'j 4--i';v) >b;i//^'^-f ;p) -4- (2, 5 -i^:7;i/;tn7:cy 



o 




5 TLC : Rf 0.40 (n-^^1?-> : t^^J^5=-;i/= 1 : 1) o 



mm 5(76) 



10 



3- (2- ( (4- (3, 5-i?^^J]yy^:=-JV) 71— tiKDh°^> 
-r;i/) >?3;w"^^'f -4- (2-:7;i/:tD:7 3iy ^i^^^^;!/) :7;ii 

o 



-4- 
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T L C : R f 0.41 (n-^=3p-y-> : i^^a^5=-;V= 1 : 1 ) o 

mmm5 (77) 

3- (2- ((4- (3, 5 t h'D >- 4 - 

5 >f3;wt^-r;i/) -4- (2 -^PD^^iy :3p^yp<5^;i/) 731— ;v) r 

D 1 5^;^ j:-:^ 

o 




TLC : Rf 0.41 {n-^=^-^> : i^^a^^;V= 1 : 1) o 

10 ^^J5 (7 8) 

3- (2- ( (4- (3-^^;i/7;ii— ^•^—}i\'ti\f^>- 
:^j;WN'^^;i/) -4- (2, 5 -i^:7;i/:;^n ^'aiy =3ps/^-3^;v) 



4--i';i') 



253 
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mmm 5(79) 

3- (2- ( (4- (:^7^l/>- 1 --f ;P) t KDl:f5'>-4-^;V) 
:^j;W'^^-r;V) -4- (2, 5-S^7;V:^D7 3^y ^^f-^y^^^;!^) 




10 



TL C : Rf 0.52 (n-^^-y-> : @^^:i^5^;i/= 1 : 1) o 

mmm5 (so) 

3- (2- ( ( 1 -p?5^;i/-4- (3, 5 t'^us^v 
_4->f;v) :^j;w^^-f -4- (2, 5 -s^:7;v::rD:7aiy ^^p<5^;i/) 
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wo 03/016254 



PCT/JP02/08120 




m^m 5(81) 

3- (2- ( ( 1 4 - (3, 5-P^^JVya^=.;)y) \f^Vi>> 
-4-'f;i/) *;;w^'^^;v) -4- (2, 5 -i^:7;i/:^D:7 3iy ^$yp<5=-;v) 



o 




TL C : Rf 0.52 (^Dn4^;i'A : p<^S7y— 10:1) 
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mmm5 (8 2) 

2- (2- ( (3 1 - (3, 5 -i^^ 




5 TLC : Rf 0.28 (n-^=^-y-> 



?3zg=-;i/=3 : 1) 



10 



mmm^ (8 3) 

2- (2- ( (3 1- (3, 5-S^p<5^;V7rcri;i/) 

;w^'^-i';i/) -4- (2 -^DD- 6 y:r.j^ 




TLC : Rf 0.75 (n-^^-y-> ■ D 



256 
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3- (2- ( (i-y-^ly>- 1-^ JV^^))^) >b;w\'^-i';i/) -4- (2- 




^^J5-e^jliUfc^b^ (3 3 0mg) ^ifS^?ll 3 ® h 1^ 

^t:i^f^b-r. i^^rommu^^T^mm^h-^ (2 2 3mg) ^f#feo 

TL C : Rf 0.49 (^nD7}^;VA : ;V= 10:1) ; 

NMR (300 MHz, DMSO-dfi) : 6 9.00 (t, J = 5.5 Hz, IH), 8.24-8.16 (m, IH), 
10 8.01-7.94 (m, IH), 7.91-7.84 (m, IH), 7.63-7.41 (m, 6H), 7.34 (d, J = 8.1 Hz, IH), 
7.19-7.10 (m, 2H), 6.99 (d, J = 7.8 Hz, IH), 6.85 (t, J = 7.5 Hz, IH ), 5.09 (s, 2H), 
4.94 (d, J = 5.5 Hz, 2H), 2.96 (t, J = 7.8 Hz, 2H), 2.55 (t, J = 7.8 Hz, 2H), 2.16 (s, 
3H)o 

15 mmme (p --mmm6 (3 6 5) 

^^j5 (1) ~5 (8 3) xmmi^tc^h^m. litzitmm-r^^h^^ 

20 mmm 6 (p 

(2E) - 3- (2- ( (^7^i/>-i — r;v^^;i/) ::t?;w'\-^-f ;v) - 
4- (1^^^/— ;i/-i — f;i/^5^;^) 7 3^-;i/) -2-yn^>m. 
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COOH 



TLC : Rf 0.35 i^Uti-7t^}]yA : ^^y— ;V= 10:1) ; 
NMR (300 MHz, DMSO-d^) : 6 9.10 (t, J = 5.7 Hz, IH), 8.17 (d, J = 7.8 Hz, IH), 
8.00-7.82 (m, 5H), 7.65-7.45 (m, 5H), 7.34-7.22 (m, 2H), 6.50 (d, J = 15.9 Hz, IH), 
5 6.29 (t, J = 2.1 Hz, IH), 539 (s, 2H), 4.94 (d, J = 5.7 Hz, 2H)o 

mmme (2) 

3- (2- ( ii-y^uy- :t?;w^'^-r;i/) -4- (k^ 

;v- 1 --r;vp<5^;i/) 731— ;v) yx2^^>m 



TLC : Rf 0.48 (^nn/i^;i/A : ;i/=9 : 1) ; 

NMR (300 MHz, DMSO-dg) : 6 12.11 (s, IH), 8.93 (t, J = 5.7 Hz, IH), 8.16 (no, 
IH), 7.95 (m, IH), 7.85 (dd, J = 7.1, 2.2 Hz, IH), 7.79 (d, J = 2.4 Hz, IH), 7.61-7.42 
(m, 5H), 7.28-7.13 (m, 3H), 6.25 (t, J = 2.0 Hz, IH), 5.29 (s, 2H), 4.89 (d, J = 5.7 Hz, 
15 2H), 2.88 (t, J = 7.8 Hz, 2H), 2.48 (m, 2H)o 

mmme o) 

(2E) -3- (2- ( (±7^ix>-2— r;v^5^;i/) :^;w^'^'i';v) - 



10 
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TLC : Rf 0.29 (^DD4^;i'A : ^^y— ;i/= 10:1) ; 
NMR (300 MHz, DMSO-dg) : 6 9.13 (t, J = 6.0 Hz, IH), 7.96-7.80 (m, 7H), 
5 7.60-7.44 (m, 4H), 7.39-7.34 (m, IH), 7.32-7.24 (m, IH), 6.52 (d, J = 15.9 Hz, IH), 
6.31 (t, J = 2.0 Hz, IH), 5.42 (s, 2H), 4.64 (d, J = 6.0 Hz, 2H)o 



mmme (4) 

(2E) -3- (2- (N- i:)-y^u>-2 — r;vp<^;v) -N-^^;i/ 
10 ^;w^'^'i';i/) -4- ;v-i — f;v.?<^;v) :7 3^— ;i/) -2-r 




TLC : Rf 0.33 (^nn4^;VA : ^^y— 10:1) ; 
NMR (300 MHz, CDCI3) : 6 7.92-7.06 (m, 13H), 6.44 and 6.41 (each d, J = 15.9 
15 Hz, IH), 6.32 and 6.16 (each t, J = 2.1 Hz, IH), 5.38 and 5.28 (each s, 2H), 4.95 and 
4.42 (each s, 2H), 3.13 and 2.66 (each s, 3H)o 



mme (5) 

(2E) -3- 



(2- 
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TLC : Rf 0.52 (^nDsJ^;VA : ^^S^y— ;i/= 1 0 : 1) ; 
NMR (300 MHz, DMSO-dJ : 6 9.19 (t, J = 5.8 Hz, IH), 8.02-7.82 (m, 6H), 
5 7.64-7.44 (m, 5H), 7.38-7.26 (m, 2H), 7.04 (d, J = 7.8 Hz, 2H), 6.96 (t, J = 7.4 Hz, 
IH), 6.55 (d, J = 15.9 Hz, IH), 5.19 (s, 2H), 4.66 (d, J = 5.8 Hz, 2H)o 

mmme (6) 

(2E) -3- (2- ( (^7a^i/>- 1 — r;v^^;v) j]/) - 

10 4-:7 —2-yti^>m. 




TLC : Rf 0.53 (^DP^;i/A : j^^y—Jl= 10:1) ; 
NMR (300 MHz, DMSO-dg) : 6 9.14 (t, J = 5.4 Hz, IH), 8.20 (d, J = 8.4 Hz, IH), 
8.02-7.84 (ra, 4H), 7.66-7.46 (m, 6H), 7.36-7.26 (m, 2H), 7.01 (d, J = 7.8 Hz, 2H), 
15 6.96 (t, J = 7.5 Hz, IH), 6.53 (d, J = 15.9 Hz, IH), 5.16 (s, 2H), 4.97 (d, J = 5.4 Hz, 
2H)o . 

mmme (?) 
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T L C : R f 0.49 D n5}^;VA : ^-^^ — ;V= 10:1) ; 
5 N M R (300 MHz, CDCI3) : 6 8.11 (d, J = 8.4 Hz, IH), 7.92-7.79 (m, 2H), 7.62- 
735 (m, 6H), 7.31-7.20 (m, 3H), 6.98-6.84 (m, 3H), 637 (t, J = 5.1 Hz, IH), 5.08 (d, 
J = 5.1 Hz, 2H), 4.95 (s, 2H), 3.10 (t, J = 7.5 Hz, 2H), 2.76 (t, J = 7.5 Hz, 2H)o 



10 (2E) -3- (2- (1- ii-y^U>- 1-4 -fyjv^^^^ 
;p) -4-'7 j:y:3p>>^^;v:7^n;v) -2-y°u^ym 




TLC : Rf 0.21 (^'nD7}^;i/A : ;V= 10:1) ; 

N M R (300 MHz, CDCI3) :d 8.24 (d, J = 8.7 Hz, IH), 8.14 (d, J = 15.9 Hz, IH), 
15 7.88 (d, J = 8.4 Hz, IH), 7.83 (d, J = 8.4 Hz, IH), 7.64-7.42 (m, 6H), 7.30-7.22 (m, 
3H), 6.99-6.88 (m, 3H), 6.40 (d, J = 15.9 Hz, IH), 6.18 (m, IH), 6.03 (brd, J = 7.8 
Hz, IH), 5.04 (s, 2H), 1.84 (d, J = 6.6 Hz, 3H)o 
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mmme (9) 

3- (2- ( (^:7^i/>- i--r;i/p<^;v) -fyjv^^^^jv) -4- (2, 



5 TLC : Rf 0.56 (^Dn7^;i/A : ^^y— ;i/= 1 0 : 1) ; 

NMR (300 MHz, DMSO-dJ : d 9.00 (t, J = 5.5 Hz, IH), 8.25-8.16 (m, IH), 
8.01-7.93 (m, IH), 7.88 (d, J = 8.1 Hz, IH), 7.64-7.42 (m, 6H), 7.34 (d, J = 8.1 Hz, 
IH), 7.02 (d, J = 7.5 Hz, IH), 6.85 (s, IH), 6.67 (d, J = 7.2 Hz, IH), 5.06 (s, 2H), 
4.94 (d, J = 5.5 Hz, 2H), 2.96 (t, J = 7.8 Hz, 2H), 2.55 (t, J = 7.8 Hz, 2H), 2.26 (s, 
10 3H), 2.10 (s, 3H)o 

mmme (i o) 

3- (2- ( C:^^^^^- 1— r;vp<5^;i/) >f7;w\"^-r;^) -4- (2, 
5-i^^nD73^y^^'^5=-;v) ;v) ro^iv^ 



T L C : R f 0.47 (>7Ut2-^;]/A : ^ y — ;v= 10:1) ; 

NMR (300 MHz, DMSO-dg) :6 12.1 (s, IH), 9.00 (t, J = 6.0 Hz, IH), 8.17 (m, 

IH), 7.94 (m, IH), 7.85 (d, J = 7.8 Hz,lH), 7.59-7.40 (m, 7H), 7.35 (d, J = 2.1 Hz, 




15 
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IH), 7.33 (d, J = 7.8 Hz,lH), 7.03 (dd, J = 8.4, 2.1 Hz, IH), 5.19 (s, 2H), 4.91 (d, J = 
6.0 Hz, 2H), 2.93 (t, J = 8.1 Hz, 2H), 2.52 (t, J = 8.1 Hz, 2H)o 

mmm6 a i) 

5 3- (2- ( {i-y^uy- 1-4 J]y?^^)\y) :^3;WN'^-r ;v) -4- (2- 




TL C : Rf 0.47 (^nD7f:;i/A : p<^y— ;i/= 10:1) ; 
NMR (300 MHz, DMSO-dfi) : 6 12.1 (s, IH), 8.98 (t, J = 5.4 Hz, IH), 8.18 (m, 
10 IH), 7.95 (m, IH), 7.85 (d, J = 7.8 Hz,lH), 7.60-7.41 (m, 6H), 7.37-7.26 (m, 2H), 
7.07 (d, J = 1.5 Hz, IH), 6.77 (dd, J = 8.1, 1.2 Hz, IH), 5.13 (s, 2H), 4.91 (d, J = 5.4 
Hz, 2H), 2.94 (t, J = 8.1 Hz, 2H), 2.53 (t, J = 8.1 Hz, 2H), 2.27 (s, 3H)o 

mmmQ (12) 

15 3- (2- ( (3-^5^;i/-i- y^^jv) :^7;w? 
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TLC : Rf 0.25 (^^-^^ : mM^^^\^= 1:1) ; 
N M R (300 MHz, CDCI3) : 6 8.32 (d, J = 8.7 Hz, IH), 7.88 (d, J = 7.8 Hz, IH), 
7.80 (d, J = 8.4 Hz, IH), 7.61-7.25 (m, 9H), 7.00-6.90 (m, 3H), 6.38 (d, J = 8.7 Hz, 
IH), 6.14 (dt, J = 8.7, 7.2 Hz, IH), 4.99 (s, 2H), 3.04 (t, J = 7.2 Hz, 2H), 2.74 (t, J = 
5 7.2 Hz, 2H), 1.97 (t, J = 7.2 Hz, 2H), 1.80 (m, IH), 1.13 (d, J = 6.6 Hz, 3H), 1.01 (d, 
J = 6.6 Hz, 3H)o 

mmm 6 ( i 3 ) 

3- (2- ( (l-^'^JV- 1- {iry^\yiy-l — i rn5^;v) 
10 ^-f;i/) -4-:7 3^^dj^s/^^;i/r7 3i-;i/) •ru?-%^^m. 



TLC : Rf 0.15 {^^^l^ : mM^^J^= 1:1); 
N M R (300 MHz, CDCI3) : 6 8.55 (m, IH), 7.91 (m, IH), 7.81 (d, J = 8.1 Hz, IH), 
7.68 (d, J = 7.8 Hz, IH), 7.50-7.23 (m, 8H), 7.00-6.90 (m, 3H), 6.53 (s, IH), 4.99 (s, 
15 2H), 2.98 (t, J = 7.5 Hz, 2H), 2.69 (t, J = 7.5 Hz, 2H), 2.12 (s, 6H)o 

mmm 6 ( 1 4 ) 

3- (2- ( ii-y'$fiy>-i-4JVA^jv) :i7;w^-^-r;i/) -4- (2, 
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TLC : Rf 0.53 (^5'DD4^;1/A : ^^57^—;!/= 10:1) ; 
NMR (300 MHz, DMSO-dfi) :6 8.98 (t, J = 5.4 Hz, IH), 8.19 (m, IH), 7.96 (m, 
IH), 7.86 (d, J = 8.1 Hz, IH), 7.61-7.44 (m, 6H), 7.33 (d, J = 8.7 Hz, IH), 7.07-7.00 
5 (m, 2H), 6.93 (m, IH), 4.92 (d, J = 5.4 Hz, IH), 4.74 (s, 2H), 2.95 (t, J = 7.8 Hz, 2H), 
2.53 (t, J = 7.8 Hz, 2H), 2.23 (s, 6H)o 

mmm 6 ( i 5 ) 

3- (2- ( (:^:7^ix>- 1— r;i/^^;i/) :^3;w^^-f ;i/) -4- (2- 
10 ^vu-6-?^^J]yy :s^y^iy^^J]y) :7:c-;v) rn^^>^ 




TLC : Rf 0.53 (^nD7jN;VA : pi^S^^— 10:1) ; 
NMR (300 MHz, DMSO-dfi) : 6 8.98 (t, J = 5.4 Hz, IH), 8.19 (m, IH), 7.95 (m, 
IH), 7.86 (d, J = 8.4 Hz, IH), 7.61-7.44 (m, 6H), 7.37-7.30 (m, 2H), 7.21 (d, J = 7.8 
15 Hz, IH), 7.06 (t, J = 8.1 Hz, IH), 4.92 (d, J = 5.4 Hz, IH), 4.87 (s, 2H), 2.95 (t, J = 
8.4 Hz, 2H), 2.53 (t, J = 8.4 Hz, 2H), 2.25 (s, 3H)o 

mmme ( i 6) 
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3- (2- ( — OVyi^JV) :i;;W^^-r;i/) -4- (3- 




[7 

5 TLC : Rf 0.53 (^nn7j>;i/A : ^^y— ;i/= 1 0 : 1) ; 

NMR (300 MHz, DMSO-d^) : 6 8.97 (t, J = 5.4 Hz, IH), 8.18 (m, IH), 7.95 (m, 
IH), 7.85 (d, J = 7.2 Hz, IH), 7.60-7.30 (m, IIH), 5.13 (s, 2H), 4.91 (d, J = 5.4 Hz, 
2H), 2.94 (t, J = 7.8 Hz, 2H), 2.52 (t, J = 7.8 Hz, 2H)o 

10 TLC : Rf 0.56 (^^Dn5is;i/A : p?^^'— ;i/= 1 0 : 1) o 

mmme (ii) 

3 - (2- ( ( (IR) -1- (±:7^i/>- 1 --f;i/) tiJW^'E 




T L C : R f 0.15 (^^^)-> : mM^^)^= 1:1); 

NMR (300 MHz, CDCI3) : 6 8.23 (d, J = 7.8 Hz, IH), 7.89 (d, J = 7.5 Hz, IH), 
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7.83 (d, J = 8.4 Hz, IH), 1.6^-1.25 (m, 9H), 6.98-6.88 (m, 3H), 6.36 (d, J = 8.4 Hz, 
IH), 6.14 (m, IH), 4.97 (s, 2H), 3.10 (t, J = 7.2 Hz, 2H), 2.78 (t, J = 7.2 Hz, 2H), 
1.80 (d, J = 6.6 Hz, 3H)o 

5 mmmQ (i 8) 

3- (2- ( (1- {i-y-^vy-l-^ )\^) rntf;i/) :^J;w^'^^;^) - 




TLC : Rf 0.18 : S^M^5^;i/= 1:1) ; 

10 N M R (300 MHz, CDCI3) : 6 8.28 (d, J = 8.7 Hz, IH), 7.88 (d, J = 8.1 Hz, IH), 
7.81 (d, J = 7.8 Hz, IH), 7.60-7.24 (m, 9H), 7.00-6.89 (m, 3H), 6.37 (d, J = 8.7 Hz, 
IH), 5.94 (dt, J = 8.7, 8.7 Hz, IH), 4.98 (s, 2H), 3.05 (t, J = 7.5 Hz, 2H), 2.75 (t, J = 
7.5 Hz, 2H), 2.15 (m, 2H), 1.10 (t, J = 7.2 Hz, 3H)o 

15 ^^J6 (1 9) 

3_ (2- ( ( (IS) -1- (::^:7^lx>- i-^;i/) 3^5^;p) :*7;w\'^ 
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TLC : Rf 0.15 (^=3p-y-> :mm=^^^V= 1:1) ; 
N M R (300 MHz, CDCI3) : 6 8.22 (d, J = 7.8 Hz, IH), 7.89 (d, J = 7.8 Hz, IH), 
7.83 (d, J = 8.1 Hz, IH), 7.62-7.25 (m, 9H), 6.98-6.88 (m, 3H), 6.36 (d, J = 7.8 Hz, 
IH), 6.14 (m, IH), 4.97 (s, 2H), 3.09 (t, J = 7.5 Hz, 2H), 2.78 (t, J = 7.5 Hz, 2H), 
5 1.80 (d, J = 6.9 Hz, 3H)o 

mmm6 (2 o) 

3- (2- ( (1- (^y^\y>-2-^ pb;w\'-=&-r -4 



TL C : Rf 0.17 (^DD:j3^;1/A : ;i/= 10:1) ; 

NMR (300 MHz, CDCI3) : 6 7.84 (m, 4H), 7.53-7.42 (m, 5H), 7.29 (m, 3H), 6.97 
(m, 3H), 6.56 (d, J = 8.1 Hz, IH), 5.50 (m, IH), 5.02 (s, 2H), 3.07 (t, J = 7.5 Hz, 2H), 
2.77 (t, J = 7.5 Hz, 2H), 1.70 (d, J = 6.9 Hz, 3H)o 

15 

mmm 6(21) 

3- (2- ( (4-^ h^->i-y^ \^>- 1-^ ^^^^M :i3;w-^^-r;v) 



10 
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TLC : Rf 0.53 (^nD4^;VA : p<^5'y~;i/=9 : 1) ; 
NMR (300 MHz, DMSO-d^) : 6 8.87 (t, J = 5.6 Hz, IH), 8.19 (dd, J = 8.3, 1.4 Hz, 
IH), 8.12 (d, J = 7.5 Hz, IH), 7.62-7.48 (m, 2H), 7.46-7.36 (m, 3H), 7.32-7.23 (m, 
3H), 7.00-6.89 (m, 4H), 5.04 (s, 2H), 4.82 (d, J = 5.6 Hz, 2H), 3.96 (s, 3H), 2,92 (t, J 
5 =7.8 Hz, 2H), 2.50 (m, 2H) o 

mmi6 (2 2) 

3- (2- ( (±:7^i/>- >b;WN"^-r;i/) -4- (2- 



TL C : Rf 0.34 (^DD^;i/A : ;v= 9 : 1) ; 

N M R (300 MHz, CDCI3) : 6 8.12 (d, J = 7.2 Hz, IH), 7.92 (dd, J = 8.1, 1.2 Hz, 
IH), 7.84 (d, J = 8.1 Hz, IH), 7.64-7.36 (m, 6H), 7.34-7.25 (m, IH), 7.14-7.02 (m, 
2H), 6.95 (t, J = 7.2 Hz, IH), 6.82 (d, J = 7.2 Hz, IH), 6.4 5 (brs, IH), 5.15-5.05 (m, 
15 2H), 5.07 (s, 2H), 3.13 (t, J = 7.5 Hz, 2H), 2.80 (t, J = 7.5 Hz, 2H), 2.28 (s, 3H)o 

mmm 6(23) 

3- (2- ( ii-y^ly>-l-4JV^^)]y) tiJW^'e^JV) -4- (2- 
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TLC : Rf 0.49 (^nD7t^;i/A : ;V= 9 : 1) ; 

N M R (300 MHz, CDCI3) : S 8.18 (d, J = 8.4 Hz, IH), 7.94 (dd, J = 8.4, 1.8 Hz, 
IH), 7.93-7.82 (m, 2H), 7.75 (d, J = 1.8 Hz, IH), 7.63-7.37 (m, 6H), 7.32-7.25 (m, 
5 IH), 7.15-6.97 (ni,3H), 5.19 (s, 2H), 5.10 (d, J = 5.4 Hz, 2 H), 3.16 (t, J = 7.5 Hz, 
2H), 2.92 (s, 3H), 2.83 (t, J = 7.5 Hz, 2H)o 

mmme (2 4) 

4- (2- ( 1- {±y^\y^^-i — r;i/) :5^9^;i/) :i/;wt 

10 -4 -:7 3:^y ;v) y^^ym. 




TLC : Rf 0.59 (^DP73n;VA : ;V= 10:1) ; 

NMR (300 MHz, CDCI3) : <5 8.34 (d, J = 8.4 Hz, IH), 7.89 (d, J = 7.8 Hz, IH), 
7.80 (d, J = 7.8 Hz, IH), 7.63-7.18 (m, 9H), 7.02-6.88 (m, 3H), 6.20-6.00 (m, 2H), 
15 4.99 (s, 2H), 2.74 (t, J = 7.7 Hz, 2H), 2.27-2.17 (m, 2H), 2.00-1.40 (m, 5H), 1.13 (d, 
J = 6.6 Hz, 3H), 1.01 (d, J = 6.6 Hz, 3H)o 



mmm 6(25) 
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3- (2- ( (4->';i/:^nrJ->'^i/>- 1— r;vp<^;v) :i3;wN'^-f;v) 
-4-7 j:y=^s/^^;i/7rc-;v) yuz-^yM 



TL C : Rf 0.13 (^nn5i^;VA : ^^y— ;!/= 10:1) ; 
5 N M R (300 MHz, CDCI3) : 6 8.14 (m, 2H), 7.68-7.58 (m, 2H), 7.46-7.38 (m, 3H), 
731-7.23 (m, 3H), 7.09 (dd, J = 9.9, 8.4 Hz, IH), 6.98-6.87 (m, 3H), 6.39 (t, J = 5.1 
Hz, IH), 5.04 (d, J = 5.1 Hz, 2H), 4.96 (s, 2H), 3.09 (t, J = 6.9 Hz, 2H), 2.77 (t, J = 
6.9 Hz, 2H)o 

10 mmme (2 6) 

3_ (2 - ( (:3pyij>-4 — r;i/^5=-;p) :*;;w^^-r;v) -4-y:^j^ 




TLC : Rf 0.26 (^nD/jN;i/A : ;V= 10:1) ; 

15 N M R (300 MHz, CDCI3) : 6 9.12 (t, J = 5.7 Hz, IH), 8.85 (d, J = 4.5 Hz, IH), 
8.24 (d, J = 8.1 Hz, IH), 8.06 (d, J = 8.1 Hz, IH), 7.79 (t, J = 7.8 Hz, IH), 7.66 (t, J = 
8.1 Hz, IH), 7.55-7.43 (m, 3H), 7.37-7.25 (m, 3H), 7.01 (m, 2H), 6.94 (t, J = 7.2 Hz, 
IH), 5.09 (s, 2H), 4.96 (d, J = 5.7 Hz, 2H), 2.94 (t, J = 7.5 Hz, 2H), 2.52 (t, J = 7.5 
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Hz, 2H)o 

mmme (2 7) 

3- (2- ( (3-p<g^;v-l- :^>'W^' 
5 _4_ — -7^^;^) rn7^>^ 




TL C : Rf 0.41 (^nD:^;i/A : ;V= 10:1) ; 

N M R (300 MHz, CDCI3) : 6 8.28 (d, J = 8.1 Hz, IH), 7.87 (m, IH), 7.79 (d, J = 
7.5 Hz, IH), 7.62-7.36 (m, 6H), 7.22-7.06 (m, 3H), 6.65 (d, J = 8.7 Hz, IH), 6.27 (t, J 
10 = 2.1 Hz, IH), 6.19 (m, IH), 5.25 (s, 2H), 2.98 (t, J = 7.5 Hz, 2H), 2.68 (t, J = 7.5 Hz, 
2H), 1.92 (t, J = 7.1 Hz, 2H), 1.78 (m, IH), 1.11 (d, J = 6.6 Hz, 3H), 0.99 (d, J = 6.6 
Hz,3H)o 

mmme (2 8) 

15 3_ (2- ( (i-y^]y>- 1-4 :^;WN'^-f ;i/) -4- (2- 
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T L C : R f 0.23 (^^ D D:tc;VA : J — ;V= 10:1) ; 
N M R (300 MHz, DMSO-d,) : 6 9.01 (t, J = 4.8 Hz, IH), 8.17 (dd, J = 7.8, 1.5 Hz, 
IH), 7.94 (d, J = 6.9 Hz, IH), 7.85 (d, J = 7.2 Hz, IH), 7.74 (d, J = 7.5 Hz, IH), 7.65 
(t, J = 7.2 Hz, IH), 7.60-7.44 (m, 6H), 7.33 (m, 2H), 7.09 (t, J = 7.8 Hz, IH), 5.26 (s, 
2H), 4.91 (d, J = 4.8 Hz, 2H), 2.93 (t, J = 8.1 Hz, 2H), 2.52 (t, J = 8.1 Hz, 2H)o 

mmmQ (2 9) 

3- (2- ( (±:7^v>- 1— r;i/p<^;v) :^7;wN*^-r ;i/) -4- (2- 
^DP7 jiy=¥-s>p<^;i/) y yu^•^>W. 




TLC : Rf 0.20 (^P^7J^;l/A : ;i/= 10:1) ; 

NMR (300 MHz, CDCI3) : 6 8.12 (d, J = 7.8 Hz, IH), 7.90 (d, J = 7.8 Hz, IH), 
7.84 (d, J = 8.4 Hz, IH), 7.62-7.40 (m, 6H), 7.36-7.26 (m, 2H), 7.15 (ddd, J = 8.7, 
8.7, 3.0 Hz, IH), 6.88 (m, 2H), 6.39 (t, J = 4.8 Hz, IH), 5.10 (d, J = 4.8 Hz, 2H), 5.05 
(s, 2H), 3.12 (t, J = 7.5 Hz, 2H), 2.79 (t, J = 7.5 Hz, 2H)o 

mmm 6 ( 3 o ) 

3_ (2- ( (3-p<^;i/-i- {i-y^vy-i-^)\^) y'^)^) 
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TL C : Rf 0.54 (^^DD4^;PA : 10:1) ; 

N M R (300 MHz, DMSO-dg) : S 9.09 (d, J = 8.1 Hz, IH), 8.36 (d, J = 3.3 Hz, IH), 
8.27-8.16 (m, 2H), 7.97 (d, J = 7.8 Hz, IH), 7.84 (d, J = 8.1 Hz, IH), 7.68-7.43 (m, 
5 6H), 7.41-7.30 (m, 3H), 5.93 (m, IH), 5.19 (s, 2H), 2.98-2.80 (m, 2H), 2.62-2.38 (m, 
2H), 1.97-1.76 (m, 2H), 1.59 (m, IH), 1.11 (d, J = 6.0 Hz, 3H), 0.93 (d, J = 6.0 Hz, 
3H)o 

mmm^ (3 1) 

10 3- (2 - ( (^:7i$7v>- 1 :*;w^*^-r;^) -4- (2- 




TLC : Rf 0.55 (^nn7f;;i/A : p<^y— ;i/= 10:1) ; 
NMR (300 MHz, DMSO-d«) '.6 10.44 (s, IH), 9.02 (t, J = 6.0 Hz, IH), 8.19 (m, 
15 IH), 7.97 (m, IH), 7.87 (m, IH), 7.78-7.42 (m, 8H), 7.40-7.28 (m, 2H), 7.11 (t, J = 
7.5 Hz, IH), 5.27 (s, 2H), 4.94 (d, J = 6.0 Hz, 2H) 2.96 (t, J = 7.8 Hz, 2H), 2.55 (t, J 
= 7.8 Hz, 2H)o 
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^^J6 (3 2) 

3- (2 - ( 1-^ tUl/'^'e^Jl) -4- (2- 



5 TL C : Rf 0.50 (^nn:i^;i/A : ;><i5'y— ;V= 1 0 : 1) ; 

N M R (300 MHz, DMSO-d«) : 6 9.00 (t, J = 5.7 Hz, IH), 8.20 (d, J = 7.8 Hz, IH), 
7.97 (m, IH), 7.87 (m, IH), 7.66-7.30 (m, 8H), 7.20 (m, IH), 7.02 (d, J = 8.1 Hz, 
IH), 6.96 (t, J = 7.5 Hz IH), 5.10 (s, 2H), 5.03 (brs, IH), 4.94 (d, J = 5.7 Hz, 2H), 
4.57 (s, 2H), 2.96 (t, J = 8.0 Hz, 2H), 2.54 (t, J = 8.0 Hz, 2H)o 

10 

mmm 6(33) 

3- (2- ( (3 -p<5^;i/- 1 -7 3in;v:7^5^;i/) pb;WN°^^;i/) -4-7 
dps^pi5^;V7airi;i/) yu^^^m 



15 TL C : Rf 0.31 (^^^^/^^;I/A : ;i/= 1 0 : 1) ; 

NMR (300 MHz, CDCI3) : S 7.45-7.25 (m, lOH), 7.02-6.93 (m, 3H), 6.40 (d, J = 
7.2 Hz, IH), 5.23 (m, IH), 5.02 (s, 2H), 3.01 (dt, J = 2.7, 7.8 Hz, 2H), 2.72 (t, J = 7.8 
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Hz, 2H), 1.85-1.65 (m, 2H), 1.60 (m, IH), 0.98 (d, J = 6.3 Hz, 6H)o 

mmm6 (34) 

3- (2- ( 1-^ JV;^^)]/) >!3;WN'^-f;i/) -4- (2- 




TLC : Rf 0.50 (^nD>}^;i/A : ;i/=9 : 1) ; 

N M R (300 MHz, DMSO-dfi) : 6 9.07 (s, IH), 9.00-8.92 (m, IH), 8.17 (d, J = 7.2 
Hz, IH), 7.98-7.91 (m, IH), 7.88-7.76 (m, 2H), 7.68-7.40 (m, 6H), 7.30 (d, J = 8.1 
10 Hz, IH), 7.10-6.96 (m, 2H), 6.92-6.83 (m, IH), 5.14 (s, 2H), 4.92 (d, J = 5.4 Hz, 2H), 
2.94 (t, J = 7.5 Hz, 2H), 2.52 (t, J = 7.5 Hz, 2H), 2.01 (s, 3H)o 

mmme o 5) 

3- (2- ( (^7^ 1 --r;v^^;i/) ;f7;w-?^-r;v) -4- (2- 
15 ^ h^sy7 3^y^5>'p<^;v) 7 31— ;i/) :7°P7i>^ 




TLC : Rf 0.50 (^DD7fc;i/A : ;V=9 : 1) ; 

N M R (300 MHz, CDCI3) : d 8.11 (d, J = 8.4 Hz, IH), 7.92-7.80 (m, 2H), 7.61- 
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7.36 (m, 6H), 7.29-7.23 (m, IH), 6.93-6.78 (m, 4H), 6.42 (m, IH), 5.08 (d, J = 5.4 
Hz, 2H), 5.04 (s, 2H), 3.75 (s, 3H), 3.11 (t, J = 7.2 Hz, 2H), 2.78 (t, J = 7.2 Hz, 2H)o 

mmme (3 6) 

5 3- (2- (.(±7^ v>- 1 --r;i/^5^;^) :^7;i/^-^'^^;i/) -4- (2- 




TLC : Rf 0.62 (^Dn7i^;VA : ;b= 10:1) ; 

NMR (300 MHz, DMSO-d«) : 6 9.03 (brs, IH), 8.20 (m, IH), 7.97 (m, IH), 7.87 
10 (m, IH), 7.64-7.39 (m, 6H), 7.38-7.20 (m, 3H), 7.06 (d, J = 8.1 Hz, IH), 6.95 (t, J = 
7.5 Hz, IH), 5.11 (s, 2H), 4.93 (d, J = 5.4 Hz, 2H), 4.43 (s, 2H), 3.26 (s, 3H), 2.95 (t, 
J = 7.8 Hz, 2H), 2.66-2.36 (m, 2H)o 

^^■J 6(37) 

15 3- (2- ( (3-^5^;i/-l- (4-^ h^S/7 3i-;i/) y^^ji) :^jw% 
^^;v) -4-:7 3^y:3ps/p<5=-;v>':3^— ;v) rn/'^vm 
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TLC : Rf 0.091 (^DD4^;i/A : ^^y— ;i/= 10:1) ; 
NMR (300 MHz, CDCI3) : 6 7.45-7.38 (m, 2H), 7.34-7.23 (m, 5H), 7.03-6.93 (m, 
3H), 6.88 (d, J = 8.7 Hz, 2H), 6.33 (d, J = 8.1 Hz, IH), 5.19 (dt, J = 8.1, 8.1 Hz, IH), 
5.02 (s, 2H), 3.80 (s, 3H), 3.01 (dt, J = 3.0, 7.2 Hz, 2H), 2.72 (t, J = 7.2 Hz, 2H), 
5 1.85-1.65 (m, 2H), 1.63 (m, IH), 0.97 (d, J = 6.6 Hz, 6H) o 

mmm6 (3 8) 

3_(2-(((lR)-l - {i-y^\y>-l-4J\y) J:.^JV) 

-r;i/) -4-7i:y:3f->>:7 3i-;i/) rn^^^M 



10 




TLC : Rf 0.49 (^DD7^;VA : ^'^J—)V= 10:1) ; 
NMR (300 MHz, CDCI3) : 6 8.17 (d, J = 8.1 Hz, IH), 7.90-7.76 (m, 2H), 
7.60-7.40 (m, 4H), 7.36-7.23 (m, 2H), 7.19 (d, J = 8.3 Hz, IH), 7.10 (m, IH), 7.00- 
6.88 (m, 4H), 6.30 (d, J = 8.1 Hz, IH), 6.10 (m, IH), 3.10-2.98 (m, 2H), 2.80-2.68 
15 (m, 2H), 1.77 (d, J = 6.6 Hz, 3H) o 

mmm 6(39) 

3 - (2 - ( ( (IR) -1- ii-7^\y>- 1-^ ts)\^n'^ 

-f;i/) -4- (tf r;v:r^s>') :7ai— ;v) TunyWi 
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COOH 



TLC : Rf 0.40 (^Dn4^;VA : ;i/= 10:1) ; 

NMR (300 MHz, CDCI3) : 6 8.19 (d, J = 8.4Hz, IH), 8.10 (m, IH), 7.86 (m, IH), 
7.78 (d, J = 7.8 Hz, IH), 7.68 (m, IH), 7.59-7.40 (m, 4H), 7.28-7.20 (m, IH), 7.12- 
5 7.04 (m, 2H), 6.99 (m, IH), 6.89 (d, J = 8.4 Hz, IH), 6.61 (d, J = 8.1 Hz, IH), 6.10 
(m, IH), 3.10-3.00 (m, 2H), 2.76-2.66 (m, 2H), 1.76 (d, J = 6.6 Hz, 3H) o 

m&me (4 0) 

3- (2- ( {3-?i^JV- 1- i4-yj]y:tuya^—)]y) y'^j]/) :t?;wt 



TLC : Rf 0.44 (^DD3}^;VA : ^^J—)]/= 10:1) ; 
NMR (300 MHz, CDCI3) :6 7.46-7.24 (m, 7H), 7.08-6.93 (m, 5H), 6.40 (d, J = 
8.4 Hz, IH), 5.21 (q, J = 8.1 Hz, IH), 5.02 (s, 2H), 3.05-2.95 (m, 2H), 2.76-2.67 (m, 
15 2H), 1.86-1.51 (m, 3H), 0.98 (d, J = 6.6 Hz, 6H)o 

^^J6 (4 1) 

3- (2- ( (3-^5^;v-l- (4-^9^;V7aan;i/) y^j]/) :^7;w^'^ 
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COOH 



TL C : Rf 0.44 (^UUTi^JVA : pt^S^y— ;!/= 10:1) ; 
N M R (300 MHz, CDCI3) : 6 7.46-7.12 (m, 9H), 7.02-6.92 (m, 3H), 6.33 (d, J = 
5 8.4 Hz, IH), 5.20 (q, J = 7.8 Hz, IH), 5.02 (s, 2H), 3.07-2.95 (m, 2H), 2.78-2.69 (m, 
2H), 2.34 (s, 2H), 1.88-1.44 (m, 3H), 0.98 (d, J = 6.3 Hz, 6H)o 

mmme (42) 

3- (2- ( (3-p<^;i/- 1-7^— ;i/:7'5^;i/) pb;wN*^^;i/) - 4- (if 
10 u^>-3— f;v:t=3rs^^g^;i/) y:^—))/) yu^-^>m 



TLC : Rf 0.30 {^UU-4^;\/A : pi^S?^— ;i/= 9:1) ; 
N M R (300 MHz, CDCI3) : 6 8.35-8.30 (m, IH), 8.23 (dd, J = 4.2, 1.8 Hz, IH), 
7.44-7.22 (m, lOH), 6.84 (brd, J = 9.0 Hz, IH), 5.24 (q, J = 6.9 Hz, IH), 5.06 (s, 2H), 
15 3.01 (t, J = 7.2 Hz, 2H), 2.75 (t, J = 7.2 Hz, 2H), 2.30-1.52 (m, 3H), 0.98 (d, J = 6.6 
Hz, 6H)o 
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mmme (4 3) 

3- (2- ( (3-^5^;i/- 1 -:7a^rz;i/:7^^;i/) tDV/^^^jv) - 4- (t° 




5 TL C : Rf 0.23 (^nD7i^;i/A : 9 : 1) ; 

NMR (300 MHz, CDCI3) : 6 8.44-8.30 (m, 2H), 7.78 (brd, J = 8.1 Hz, IH), 
7.44-7.23 (m, 8H), 6.93-6.82 (m, 2H), 5.24 (q, J = 8.1 Hz, IH), 5.14 (s, 2H), 2.97 (t, 
J = 6.3 Hz, 2H), 2.85-2.74 (m, 2H), 2.30-1.40 (m, 3H), 0.97 (d, J = 6.6 Hz, 6H) o 

10 mmm6 (44) 

3- (2- ( (1 -:7rc-;v3^^;v) :^3;w^*^-r;l/) -4-7xy^e^^^ 




TL C : Rf 0.63 (^DDAtN;VA : ;V= 5 : 1) ; 

15 NMR (300 MHz, DMSO-dfi) :6 8.92 (d, J = 7.8 Hz, IH), 7.48-7.20 (m, lOH), 
7,07-6.91 (m, 3H), 5.13 (m, IH), 5.09 (s, 2H), 2.87 (t, J = 7.9 Hz, 2H), 2.60-2.40 (m, 
2H), 1.44 (d, J = 7.2 Hz, 3H)o 
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mmme (4 5) 

3- (2- ( (3-pig=-;i/- l-:7 3i::^;i/y^5^;i/) •fyjv;'^^^ J]y) - 4- (tf 



5 




TLC : Rf 0.59 (^J? P D7}^;i/A : pid^y— ;i/= 9:1) ; 
N M R (300 MHz, CDCI3) : d 8.16 (dd, J = 5.1, 1.2 Hz, IH), 7.65-7.55 (m, IH), 
7.50-7.40 (m, 2H), 7.40-7.24 (m, 6H), 6.94-6.86 (m, IH), 6.79 (d, J = 8.4 Hz, IH), 
6.41 (brd, J = 8.4 Hz, IH), 5.34 (s, 2H), 5.24 (q, J = 8.4 Hz, IH), 3.08-2.90 (m, 2H), 
10 2.72 (t, J = 7.2 Hz, 2H), 2.00-1.40 (m, 3H), 0.98 (d, J = 6.6 Hz, 6H) o 

mmm 6(46) 

3_ (2- ( (3 1 -:7ain;i/>^5^;i/) -^JW^^^JV) -A-y 



15 




TLC : Rf 0.45 (^DD:?3n;1/A : pi^J^y— ;V= 9:1) ; 

NMR (300 MHz, CDCI3) : 6 7.40-7.10 (m, lOH), 6.73 (t, J = 7.5 Hz, IH), 6.61 (d, 
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J = 7.5 Hz, 2H), 6.37 (d, J = 8.4 Hz, IH), 5.21 (q, J = 7.2 Hz, IH), 4.29 (s, 2H), 3.05- 
2.87 (m, 2H), 2.76-2.60 (m, 2H), 1.84-1.47 (m, 3H), 0.96 (d, J = 6.6 Hz, 6H) o 

mmme (47) 

5 2- (2- ( (3 1 -:7:n-;i/7-^;i/) ■^ju'^^^jv) -4-y 




TL C : Rf 0.28 (^DD^;i/A : ;i/= 10:1) ; 

N M R (300 MHz, CDCI3) : 6 9.17 (d, J = 8.1 Hz, IH), 7.95 (d, J = 2.1 Hz, IH), 
10 7.54 (dd, J = 8.4, 2.1 Hz, IH), 7.40-7.13 (m, 8H), 7.00-6.87 (m, 3H), 5.12 (m, IH), 
5.05 (s, 2H), 4.92 (s, 2H), 1.84 (m, IH), 1.68-1.48 (m, 2H), 0.90 (d, J = 6.3 Hz, 3H), 
0.89 (d, J = 6.3 Hz, 3H)o 

mmm 6(48) 

15 3- (2- ( ( 1 -7 3^:=.;i':7°D bVl/) :i;;W?^-r ;i') - 4 :3f^p< 
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TLC : Rf 0.47 (^Dn/fc;VA : p<^y~;i/= 10:1) ; 
NMR (300 MHz, DMSO-d^) : S 8.83 (d, J = 8.4 Hz, IH), 7.44-7.18 (m, lOH), 
7.03-6.90 (m, 3H), 5.08 (s, 2H), 4.86 (m, IH), 2.84 (t, J = 7.8 Hz, 2H), 2.46 (t, J = 
7.8 Hz, 2H), 1.82-1.64 (m, 2H), 0.90 (t, J = 7.5 Hz, 3H)o 

mmm 6(49) 

3- (2- ( ( 1 -:7 3in;i/::/5^;v) ?b;WN*^-f;i/) - 4 -y ^^^^^^ 




10 TLC : Rf 0.47 (^DD5j^;i/A : p?^y—;i/= 1 0 : 1) ; 

NMR (300 MHz, CDCI3) : 6 7.47-7.24 (m, lOH), 7.02-6.91 (m, 3H), 6.41 (d, J = 
8.1 Hz, IH), 5.15 (q, J = 7.8 Hz, IH), 5.03 (s, 2H), 3.08-2.97 (m, 2H), 2.78-2.69 (m, 
2H), 1.98-1.74 (m, 2H), 1.52-1.23 (m, 2H), 0.96 (t, J = 7.2 Hz, 3H)o 

15 mmm 6(50) 

3- (2- ( (3-^^;]/-^^)]/) :t/;wt^-r;v) -4-7x.y:^s/^5^;i/ 




284 



wo 03/016254 



PCT/JP02/08120 



TLC : Rf 0.36 : mM:^^J^= 1:3); 

NMR (300 MHz, CDCI3) : 6 7.45-7.40 (m, 2H), 7.34-7.26 (m, 3H), 7.02-6.93 (m, 
3H), 6.14 (m, IH), 5.03 (s, 2H), 3.50-3.41 (m, 2H), 3.08 (t, J = 7.4 Hz, 2H), 2.79 (t, J 
= 7.4 Hz, 2H), 1.68 (m, IH), 1.55-1.46 (m, 2H), 0.95 (d, J = 6.6 Hz, 6H)o 



^^J6 (5 1) 

3- (2- ( (3 -p<5^;i/- 1 -:7 3i^;v>^5^;i/) ituv/'^^-f jv) - 4- (if 



10 TLC : Rf 0.49 (^DD7Jn;1/A : ;i/= 9 : 1) ; 

NMR (300 MHz, CDCI3) : 6 8.53 (d, J = 4.5 Hz, 2H), 7.52-7.46 (m, 2H), 
7.40-7.20 (m, 6H), 6.97 (t, J = 4.5 Hz, IH), 6.45 (brd, J = 7.8 Hz, IH), 5.40 (s, 2H), 
5.28-5.18 (m, IH), 3.01 (dt, J = 2.7, 7.5 Hz, 2H), 2.72 (t, J = 7.5 Hz, 2H), 1.90-1.40 
(m, 3H), 0.99 (d, J = 6.6 Hz, 6H)o 

15 

mmmid (5 2) 

3- (2- ( (3-^^;]y- itjjw^^-f ;v) - 4- (if 
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COOH 



TLC : Rf 0.49 (i^Dn7fc;i/A : piiJ^y— ;i/= 9 : 1) ; 
N M R (300 MHz, CDCI3) : 6 8.27 (d, J = 1.2 Hz, IH), 8.15 (d, J = 2.7 Hz, IH), 
8.09 (dd, J = 2.7, 1.2 Hz, IH), 7.48-7.42 (m, 2H), 7.42-7.24 (m, 6H), 6.44 (brd, J = 
5 8.1 Hz, IH), 5.35 (s, 2H), 5.30-5.20 (m, IH), 3.06-2.96 (m, 2H), 2.80-2.70 (m, 2H), 
1.88-1.40 (m, 3H), 0.99 (d, J = 6.6 Hz, 6H)o 

^]&te#l6 (5 3) 

3- (2- ( (3-^5^;V- l-:7ain;i/::^5^;i/) itj)]/;^^^ )V) - 4- (2 



TLC : Rf 0.28 (^7Dn7jN;VA : p^^S^y— ;p= 1 0 : 1) ; 
NMR (300 MHz, DMSO-dJ : 6 8.00 (dd, J = 4.8, 1.2 Hz, IH), 7.43-7.14 (m, 
IIH), 5.13 (s, 2H), 5.05 (m, IH), 2.89-2.76 (m, 2H), 2.48-2.35 (m, 2H), 2.39(s, 3H), 
15 1.81-1.54 (m, 2H), 1.44 (m, IH), 0.93 (d, J = 6.6 Hz, 3H), 0.90 (d, J = 6.6 Hz, 3H) o 

mmme (54) 
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3- (2- ( (3 1 -:7 -A--7 



TLC : Rf 0.34 {^UUi!!^)]/J^ : ^^y— ;V= 10:1) ; 
5 NMR (300 MHz, DMSO-d,) : S 8.75 (d, J = 8.7 Hz, IH), 7.38-7.13 (m, 13H), 
5.03 (m, IH), 4.24 (s, 2H), 2.84-2.73 (m, 2H), 2.47-2.37 (m, 2H), 1.79-1-54 (m, 2H), 
1.42 (m, IH), 0.92 (d, J = 6.9 Hz, 3H), 0.90 (d, J = 6.9 Hz, 3H)o 

mmm6 (55) 

10 3- (2- ( (3-p<5=-;i/- l-:7 3i-;i/:r5^;v) it};w^^-( ji) -4 - 



TLC : Rf 0.34 (^]1U^)1/A : ^iJ^y— ;i/= 10:1) ; 
NMR (300 MHz, DMSO-dfi) : 6 8.77 (d, J = 8.7 Hz, IH), 7.72 (d, J = 3.3 Hz, IH), 
15 7.66 (d, J = 3.3 Hz, IH), 7.39-7.18 (m, 8H), 5.03 (m, IH), 4.48 (s, 2H), 2.84-2.72 (m, 
2H), 2.48-2.38 (m, 2H), 1.79-1-54 (m, 2H), 1.42 (m, IH), 0.92 (d, J = 6.6 Hz, 3H), 
0.90 (d, J = 6.6 Hz, 3H)o 
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mmm 6(56) 

3- (2- ( {3-?^^^l^- l-y:c.-J]y-:f^)\y) tlJW^^^jV) - 4- (1 



5 




TLC : Rf 0.28 (^J7 D n3j^;i/A : pt^y— ;i/= 10:1) ; 
NMR (300 MHz, DMSO-d^) : 6 8.70 (d, J = 8.1 Hz, IH), 7.38-7.14 (m, 8H), 7.08 
(s, IH), 6.93 (t, J = 1.2 Hz, IH), 5.02 (m, IH), 4.18 (s, 2H), 3.37 (s, 3H), 2.85-2.73 
(m, 2H), 2.48-2.37 (m, 2H), 1.80-1-55 (m, 2H), 1.43 (m, IH), 0.93 (d, J = 6.6 Hz, 
10 3H), 0.90 (d, J = 6.6 Hz, 3H)o 

^#116 (5 7) 

3- (2- ( (2 -s>'^DrDif;i/- 1 -:7a:-;i/3z5^;v) p57;wt^'i';v) 
-4-:7 3iy :3ps/p{5^;i/:7 3^-;v) yv2^^>m 



15 




TLC : Rf 0.37 (^Dn3f:;i/A : p«^$'y—;i/=9 : 1) ; 
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NMR (300 MHz, CDCI3) : 6 7.74 (m, IH), 7.48-7.22 (m, 9H), 7.00-6.93 (m, 3H), 
6.62 (d, J = 7.2 Hz, IH), 5.25 (dt, J = 7.2, 7.5 Hz, IH), 5.02 (s, 2H), 3.03 (t, J = 7.2 
Hz, 2H), 2.74 (t, J = 7.2 Hz, 2H), 1.88-1.72 (m, 2H), 0.66 (m, IH), 0.55-0.40 (m, 2H), 
0.20-0.01 (m, 2H)o 
5 li-hV^AW] 

TLC : Rf 0.44 (^DD7j^;i/A : :^^y—J]/=9 : 1) o 

rnmme (5 s) 

3- (2- ( {3-^9-J]y- 1-y tUV^-^^^ J]y) -4-^ 

10 >s^;i/:;^^S/:7zc-;i/) yu^-^>m. 




TL C : Rf 0.41 (^DD5j^;i/A : p<^y— ;i/= 9:1) ; 
NMR (300 MHz, CDCI3) : 6 7.44-7.24 (m, lOH), 7.18 (d, J = 9.0 Hz, IH), 
7.00-6.92 (m, 2H), 6.32 (brd, J = 8.4 Hz, IH), 5.26-5.16 (m, IH), 5.04 (s, 2H), 3.00- 
15 2.90 (m, 2H), 2.70 (t, J = 6.9 Hz, 2H), 1.84-1.44 (m, 3H), 0.98 (d, J = 6.6 Hz, 6H) o 

^^J6 (5 9) 

3- (2- ( (3 1 - y ti^W^^-^JV) - 4- (2 
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TLC : Rf 0.55 (^^nD3fc;VA : ;V=9 : 1) ; 

NMR (300MHz, CDCI3) : 6 7.50-7.24 (m, 8H), 7.22-7.10 (m, 2H), 6.95-6.80 (m, 
2H), 6.34 (brd, J = 8.1 Hz, IH), 5.30-5.20 (m, IH), 5.05 (s, 2H), 3.10-2.95 (m, 2H), 
5 2.74 (t, J = 7.8 Hz, 2H), 2.27 (s, 3H), 1.90-1.50 (m, 3H), 1 .00 (d, J = 6.6 Hz, 3H), 
0.99 (d, J = 6.6 Hz, 3H)o 

mmm6 (6o) 

3- (2- ( (3-p<5^;i/- l-:7 3z— *;W'?^-r;i/) - 4- (2 

10 -^h^i^y^^y^^^-y^'f-)^) y^^'^^B. 




TLC : Rf 0.48 (t57 n D3j^;i/A : ^^y— ;i/=9 : 1) ; 
NMR (300 MHz, CDCI3) : 6 7.48-7.24 (m, 8H), 7.00-6.84 (m, 4H), 6.44 (brd, J 
= 8.4 Hz, IH), 5.30-5.15 (m, IH), 5.09 (s, 2H), 3.86 (s, 3H), 3.08-2.95 (m, 2H), 2.72 
15 (t, J = 7.8 Hz, 2H), 1.90-1.50 (m, 3H), 0.98 (d, J = 6.6 Hz, 6H) o 

6(61) 
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3- (2- ( (3 1 - y ^^^J^^y^^)^) >b;wt^-f;i/) - 4- (2 



TLC : Rf 0.44 (^DD7}^;i/A : pi^J^y— ;V= 9 : 1) ; 
5 NMR (300 MHz, CDCI3) : (J 7.45-7.24 (m, 8H), 7.00-6.80 (m, 4H), 6.43 (brd, J 
= 8.1 Hz, IH), 5.80-5.50 (brs, IH), 5.30-5.20 (m, IH), 5.07 (s, 2H), 3.10-2.97 (m, 
2H), 2.74 (t, J = 7.2 Hz, 2H), 1.90-1.50 (m, 3H), 0.99 (d, J = 6.6 Hz, 6H)o 

mmme (6 2) 

10 3- (2- ( (2 :^j;W'?^-r;v) -4 -:7aiy =3pi^^^ 



T L C : R f 0.42 n D:?fc;VA : ^ ^ — 10:1) ; 
NMR (300 MHz, CDCI3) : <5 7.42-7.20 (m, lOH), 7.00-6.90 (m, 3H), 6.25 (m, IH), 
15 4.98 (s, 2H), 3.72 (dt, J = 6.9, 6.0 Hz, 2H), 3.01 (t, J = 7.2 Hz, 2H), 2.94 (t, J = 6.9 
Hz, 2H), 2.74 (t, J = 7.2 Hz, 2H)o 
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mmm 6(63) 




5 TLC : Rf 0.42 (^Dn>}^;VA : ^^y— ;i/= 1 0 : 1) ; 

NMR(300 MHz, CDCI3) : 6 7.46-7.25 (m, lOH), 6.99-6.92 (m, 3H), 6.48 (m, IH), 
5.00 (s, 2H), 4.61 (d, J = 5.7 Hz, 2H), 3.10 (t, J = 7.5 Hz, 2H), 2.77 (t, J = 7.5 Hz, 
2H)o 

10 mmme (6 4) 

3- (2- ( (3-^^;v- l-:7i.n;i/-3 -:/7^-;v) :^;wt^-r;v) 




TL C : Rf 0.49 (^Dn7tN;i/A : p<^y~;i/= 9 : 1) ; 
15 N M R (300 MHz, CDCI3) : 6 7.46-7.24 (m, lOH), 7.04-6.92 (m, 3H), 6.43 (brd, 
J = 7.5 Hz, IH), 5.42-5.32 (m, IH), 5.04 (s, 2H), 4.86 (brs, IH), 4.79 (brs, IH), 3.04 
(t, J = 7.2 Hz, 2H), 2.74 (t, J = 7.2 Hz, 2H), 2.64-2.50 (m, 2H), 1.81 (s, 3H)o 
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mmme (6 5) 

3- (2-7 3^^;i/:^3;w^'^-r;v-4-7rcy:^iyp<5^;i/7j:— ;v) yu/-^ 




5 TLC : Rf 0.42 (^nD4^;i'A : ;i/= 1 0 : 1) ; 

N M R (300 MHz, CDCI3 + CD3OD) : S 7.70-7.61 (m, 3H), 7.46 (m, IH), 739- 
7.27 (m, 5H), 7.14 (m, IH), 7.00-6.95 (m, 3H), 5.06 (s, 2H), 3.11 (t, J = 6.9 Hz, 2H), 
2.83 (t, J = 6.9 Hz, 2H)o 

10 mmm6 (6 6) 

3- (2- { (3-^^;i/-l- (4- h ';7;i/;^-D^^;i/7 3i-;i/) 
^;WN"^-f;i/) -4-7^:^ :^sx^5^;i/:7 3i-;i/) yu^i^m 




TLC : Rf 0.39 (^nn:^;i/A : ^^7— ;V= 19:1) ; 
15 NMR (300 MHz, CDCI3) : 6 7.61 (d, J = 8.1 Hz, 2H), 7.51-7.40 (m, 4H), 
7.35-7.25 (m, 3H), 7.02-6.93 (m, 3H), 6.54 (d, J = 8.1 Hz, IH), 5.26 (m, IH), 5.03 (s, 
2H), 3.01 (t, J = 7.2 Hz, 2H), 2.76-2.68 (m, 2H), 1.84-1.55 (m, 3H), 0.99 (d, J = 6.3 
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Hz, 3H), 0.98 (d, J = 6.3 Hz, 3H)o 

mmme (6 7) 

3- (2- ( (3-^^;i/-l- (4-a^h^S/7x.n;i/) 




T L C : R f 0.40 (^7 p n4^;i/A : ^ ^ ^ — ;i/= 19:1) ; 
NMR (300 MHz, CDCI3) : 6 7.45-7.37 (m, 2H), 7.34-7.24 (m, 5H), 7.02-6.92 (m, 
3H), 6.87 (d, J = 8.4 Hz, 2H), 6.31 (d, J = 8.4 Hz, IH), 5.18 (m, IH), 5.01 (s, 2H), 
10 4.02 (q, J = 6.9 Hz, 2H), 3.06-2.98 (m, 2H), 2.76-2.68 (m, 2H), 1.85-1.50 (m, 3H), 
1.40 (t, J = 6.9 Hz, 3H), 0.97 (d, J = 6.6 Hz, 6H)o 

mmm6 (6 8) 

3- (2- ( (3-^^;V- 1- (3-^^J]yy3^—)]/) i:])W^^ 
15 )]y) yu)^>m 




TLC : Rf 0.40 (i5'Dn7is;VA : ;V=9 : 1) o 
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mmme (6 9) 

3- (2- ( (3-p<^;i/-l- (3-^nD7 3i^;i/) •fyjw'^t 



5 




TL C : Rf 0.40 (i^DD5tc;i/A : ^^y~;]y= 9 : 1) o 

mmme (7 0) 

3- (2- ( (3 1 - (4-^nn7 3^— y'^ji) tuv^^"^ 
10 -f;i/) -4-'7n^y:3p^p<5^;v7ic-;i/) yuz-^^m 




TL C : Rf 0.40 i^uU^J]/A : ^^J~~;V= 9 : 1) o 

mmm6 a p 

15 3- (2- ( 1- (3- hi;:7;v:^n^5^;i/7:3i-;i/) y'^^ 
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TLC : Rf 0.40 (^nuvt^JVA : ;V=9 : 1) o 

mmm 6(72) 

5 3- (2- ( (3-^9-J\y- 1- (3 -i^DP-4-7;i/:tD7 3^n;i/) y 




TLC : Rf 0.40 (^nn7f;;i/A : ^^y— ;i/=9 : 1) o 
10 6 C 7 3 ) 

3- (2- ( (3-^5^;i/-l- (3 -7;i/;rD7 3^^;i/) r^?;!/^-? 
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TLC : Rf 0.53 i^uuyt^j]/A : ;i/=9 : 1) o 

mmm6 (7 4) 

3- (2- ( (3-p<g^;P-l- (3, 4, 5 - h ';:7;i/;rD7i^;i/) y 




TLC : Rf 0.53 (i^DD7^;i/A : :^^y—;]y= 9 : 1) o 
^jfi^JS (7 5) 

10 3- (2- ( (3-p<^;i/-l- (3, h ';:7;i/:^Dp<5=-;V7 3in;i/) 




TLC : Rf 0.53 (^DD5}^;i/A : ^^^~;i/=9 : 1) o 

15 mmme (7 6) 

3- (2- ( (3-^^;i/-l- (3-^ h=3pS^7 3^::::;i/) :t;;w\' 
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TL C : Rf 0.53 (^DD3f:;i/A : p<^57y— ;i/= 9 : 1) o 
5 6(77) 

3- (2- ( (3-p<5^;v-l- (4-3^5^;i/7^— ;v) 




TL C : Rf 0.53 (^!7 0D4^;l/A : :<^^—;]/= 9 : 1) o 

10 

^^J6 (7 8) 

3- (2- ( (3-p<5^;v-l- (4-y^j\^y :5t3;wt^ 
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TLC : Rf 0,53 (^nD/J^;i/A : ;V=9 : 1) o 

mmm 6(79) 

5 3- (2- ( (3-^^J]y- 1- i4-yj]y:tt2-3-?^^JVy^—J\y) ^ 




TL C : Rf 0.53 (^nn/J^;VA : ;^^^—;V= 9 : 1) o 

10 mmm 6 ( s 0 ) 

3- (2- ( (3-p<^;V-l- (3-y)]y:tU-4-?^ h^iyy:^~Jl^) 
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TLC : Rf 0.53 (^DD5}s;i/A : ;i/=9 : 1) o 

mmm 6 ( s i ) 

3- (2- ( (3 1- (3-:7;v:^D-4-^5=-;i/7^-;i/) 



TL C : Rf 0.53 (i7Dn7jN;i/A : j^^^—jl/= 9 : 1) o 

mmme (8 2) 

10 3- (2- ( (3-p<^;i/-l- (4-^np-3-:7;v:rn73iri;i/) >^ 



TLC : R f 0.53 D D7}^;i/A : p< ^ — ;i/= 9 : 1) o 

15 mmme (8 3) 

3- (2- ( - (4-yj\y:tt2y:ii^j]y) y^)]y) :^JW'^ 

-4- (2-^5=-;i/>':ny:^r$/pi^;i/) :7a^n;i/) rn7l>^ 
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TLC : Rf 0.69 (^nn5fc;i/A : :^^y—J]/= 1 0 : 1) o 




TLC : Rf 0.67 (^DD:^;1/A : p^^J^y— ;i/= 1 0 : 1) o 

10 mmme (s 5) 

3- (2- ( (3 1- (,A-y)]/iruy :i/;wt 
-4- (2-p< h^s^:7 3^y^s>'p<^;v) yuj^ym 
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^]^^J6 (8 4) 
5 3- (2- ( (3-^g^;i/- 1- (4-7;i';rn73^:= 
^-r;!^) -4- (2-^^nD:7aiy^$/^g^;i/) :7air: 
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TLC : Rf 0.66 (^xnu^^JVA : ^^y— ;V= 1 0 : 1) o 

mm.mG (8 6) 

3- (2- ( (3-^5^;i/-l- (4-:7;i/:^n-7:n-;i/) y^^v) :^;wn' 
5 ^-r;v) -4- (3->>Ty 7:cy:3p>>;^5^;i/) 7 rn;^>^ 

^ ^ ^COOH 



TLC : Rf 0.64 (^Dn:^;i/A : ^^J^y— ;i/= 1 0 : 1) o 

^jfe^J6 (8 7) 
10 3- (2- ( (3-p?^;i/-l- (4-:7;i/:tn:7 

^-r;i/) -4- (2-^nn-5 -p<5=-;i'7iny:3p>>^5^;v) r 



TLC : Rf 0.66 (i7nD7js;i/A : ;i/= 1 0 : 1) o 

15 

^^J6 (88) 

3_ (2- ( (3-^5^;v-l- (4-7;V;rD7 3in;i/) :^;Wn' 
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TLC : Rf 0.52 (^DD4^;VA : ^^y— ;i/= 1 0 : 1) o 
6(89) 

3- (2- ( (3 1 - (4-:7;i/:^D7^n;v) T'^^-;!/) 

-4- (tf^^/~;i/- 1— f;i/pi^;i/) y^^::.)^) rn/^vm 




TLC : Rf 0.60 (^DD:^;i/A ; y<^J—JV= 1 0 : 1) o 

mmm 6 ( 9 o ) 

3- (2- ( i3-^9-JV- 1- {4-t-y^;vy:^=.J\y) 
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TL C : Rf 0.72 (^^DD5i^;VA : J—y\y= 1 0 : 1) o 
6(91) 

5 3- (2- ( (3-pi9=-;v- 1- (2— ^ h^S^>'ain;v) 




TL C : Rf 0.68 (^^Dn5i^;i/A : ^^y— ;V= 1 0 : 1) o 

10 mmm 602) 

3- (2- ( (3-p<5=-;i/- 1- (4-:7;i/:;^D-2-^5^;V7 3i— 7^ 
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TLC : Rf 0.68 (^^DD5}^;i/A : ^^J/y— ;i/= 10: 1) o 
^^J6 (9 3) 

3- (2- ( (3-p<5^;i/- 1- (3-:c^^;\/y:t^~)\y) y^jv) iojw^'e 
5 -r;v) -4-:7:ny:3p.>p<5^;v:7 3^-;v) yn;^>m 



TLC : Rf 0.53 i^tiUTi^JVA : yid^^—;V=9 : 1) o 

10 3- (2- ( (3-^^;\y- 1- (3, 5-i^p<^;V7rc-;v) ri? 
;wt^-r;v) -4-:7azy :3e->p<^;i/7 3i— ytij^>m 



TLC : Rf 0.53 (^DD7j^;i/A : ;i/= 9 : 1) o 

15 mmm 6(95) 

3- (2- ( (3-^^;v- 1- (3, 5-s?^5=-;^-4-p< h^iy:?^^^: 
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TLC : Rf 0.53 (^nD/fc;VA : ^^y— ;v= 9 : 1) o 

mmm 6(96) 

5 3- (2- ( (3-^^;i/-l- (5-^5^;i/-2-p< h^i/7a^r:;i/) 




TLC : Rf 0.53 (-^ Uun-^JIA : ^^5^^— ;i/=9 : 1) o 

10 mmme (9 7) 

3- (2- ( (3 1 - (4-y°tiu;i/y 




306 



wo 03/016254 



PCT/JP02/08120 



TLC : Rf 0.53 (^7nD7}^;VA : ^^y— ;i/=9 : 1) o 

mmm6 os) 

3- (2- ( (3-^5^;i/-l- (3- h U7;i/:tD^ h=3E^S^7 3in;i/) 




TLC : Rf 0.53 (-^UU-^JVA : ^^5^^— ;V=9 : 1) o 

mmme o 9) 

10 3- (2- ( 1- (3--rvrDi^;i/:7air:;i/) 




TLC : Rf 0.53 (tJ^nD;^;;!/^ : ;i'=9 : 1) o 

15 ^^#IJ6 (10 0) 

3- (2- ( (3-p?5^;i/- 1- (3--r vrDl:f;i/:^=^e^:7zc:n;i/) 
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TLC : Rf 0.53 i^uU-^JVA : p<^y— ;i/=9 : 1) o 

mmm 6 (ion 

5 3- (2- ( (3-^5^;i/-i- (1, 3-s;*;^^-y-^>^*>-5--f;i/) 




TLC : Rf 0.53 {^UVi-^JVA : J—)V= 9 : 1) o 

10 mMm 6 (10 2) 

3- (2- ( (3-^5^;i/-l- {^-yuif^^l/y :sL-)\y^ y^JV) i:])]y 
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TLC : Rf 0.53 (i^DD/}^;i/A : ^^5^^— ;i/=9 : 1) o 



mmm 6 ( i o 3 ) 




TLC : Rf 0.53 (^nD5j^;i/A : ^^y— ;v=9 : 1) o 

10 mmme (104) 

3- (2- ( 1- (4-hVy)V:tU;<V^i^y:^=-JV) y 




TLC : Rf 0.53 (^DD5^:;i/A : ^^y— ;V=9 : 1) o 

15 

CT^J6 (10 5) 

3- (2- ( (3-^5=-;V-l- (2, 5-^^^ h3p5>':7 3in;v) 
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.COOH 



o 




TLC : Rf 0.53 (^DD5j^;i/A : ^^y~;i/= 9:1) 



llfite^il 6 (10 6) 

3- (2- ( (3-^^;v-i- (1, 4-^>^/i^:r^i^>-6--f;v) 



COOH 



HN 



10 



TLC : Rf 0.53 (^DD7j^;VA : ^^5^^— ;V= 9 : 1) o 



6 (10 7) 



3- (2- ( (3-p<^;i/-l- (4-^:^:7;i/::^n^ h=3riy:7x^;v) :7*9^ 
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TLC : Rf 0.53 (^DD5^^;l/A : ;^^J—)]/= 9 : 1) o 

mmm e ( i o s ) 

5 3- (2- ( (3 -p<5^;i/- 1- (3, 4, 5- h h=^i>'7:c-;i/) 




TLC : Rf 0.53 : ^^J^y— ;i/= 9 : 1) o 

10 HM^J 6 (10 9) 

3- (2- ( (3-^5^;i/-l- (2-^Dn-3, ^=3p>>7:c- 
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TLC : Rf 0.53 (^nD5j^;i/A : ^9 9 : 1) o 

mmm^ (i i o) 

3- (2- ( (3-pi5^;t/- 1- (4--r v>^g^;v:7 3iin;i/) -fy)]^ 
5 ^-^^^-f;!/) -4-7niy :3f-5y^5^;v7:x.-;v) rn^-^v^ 




TLC : Rf 0.53 (^Dn5j^;i/A : ^^y— ;i/= 9 : 1) o 
6 (111) 

10 3- (2- ( (3-^5^;v-l- (2-:7;i/;^-D-5- h U:7;i/;^-dp?5^;1/ 
7rcr:;i/) :>?3;w^^-r;v) -4->'3iy :3ps:/p<^;i/:7 3^n;i/) rn 




TLC : Rf 0.53 (^^ n n:?}^;i/A : ^^5^^— 9 : 1) o 

15 

^1^#I6 (112) 

3- (2- ( (3-p<5^;i/- 1- (2-^DD-6-7;V:^D>'3i-;i/) 
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TLC : Rf 0.53 (^nD5l^;i/A : yi^^—Jl= 9 : 1) o 

5 mmm 6 ( 1 1 3 ) 

3- (2- ( 1- (2-^J7nD-5-hU7;^:tD^5^;i/7 




10 T L C : R f 0.53 D n:^;i/A : ^ ^ 7 — ;V= 9 : 1 ) o 

mmme (i i 4) 

3- (2- ( (3-^5^;v-l- (2-7;i/:4-p:7 3:^;i/) 
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COOH 



TLC : Rf 0.53 (^UU:^;]yA : :^^J—JV=9 : 1) o 



mmm 6 ( 1 1 5 ) 

5 2- (2- ( (3-^^;i/- 1 -7 3ir:;i/:7'5^;i/) :^;w^*^>r;l/) - 4- (2 

^O^ ^COOH 



T L C : R f 0.50 : — ;i/= 5 : 1 ) o 

10 mmm 6 (i 1 6 ) 

2- (2- ( (3-^5=-;v- 1 iijv^'i'^^ ;v) - 4- (2 

^O^ ^COOH 
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T L C : R f 0.40 : ^ ^ 5 : 1 ) o 

mmm^ (i i 7) 

3- (2- ( (3-^^;v-i- (4-T-fe^;vT^y 7 j^— ;v) y'^f-yv^ 
5 ;?3;w?^-r;i/) -4-7aiy :3p>yp<^;u7:c-;v) rn/^v^ 




TLC : Rf 0.10 (^DD3}s;i/A : ;i/=9 : 1) o 

^:&B#iJ6 (118) 

10 3- (2- ( (3 1 - (3-:7;i/:tn-4- h U ^'A^^P^^^;!/ 




TLC : Rf 0.53 (^Dn7f;;i/A : ;i/=9 : 1) o 

15 

^#116 (119) 

3- (2- ( (3-p«5=-;V- 1- (4, 5-5^^ h^$/-2-7;i/:^D7 3i 

315 
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m 




TLC : Rf 0.53 (^PD4^;1/A : ^^y— ;V=9 : 1) o 

mmm] 6 ( i 2 o ) 

3_ (2- ( (3-^^)V- 1- (2 -:7;i/:^n-4-^ h=3ps/7a:— ;v) 




10 TLC : Rf 0.53 i^UU^^JVA : ;i/=9 : 1) o 

^^J6 (12 1) 

3- (2- ( (3-p?^;i/-l- (3, A-i^y)V:tny o^=-}V) y^^)\y) 
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COOH 



TL C : Rf 0.53 (^Dn7^;i/A : J—y\/= 9 : 1) o 

mmm 6 (122) 

3- (2- ( (3-^^;i/-l- (4-^h^5^-l, 3-S^:4-=3^i^-r>^ 



TLC : Rf 0.53 (^nn5f:;VA : J—)\/= 9 : 1) o 

mmm 6 (123) 

3- (2- ( (3-p<5=-;i/- 1- (3-3ih:3piy:7:c-;i/) :f^)V) 
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TLC : Rf 0.59 (^DD7i^;VA : ^^J^y— ;)/= 1 0 : 1) o 
^^#16 (12 4) 

5 3_ (2- ( (3 1 - i4-hVy)l:^ti^^JV^:ty=^—J]y) 




TLC : R f 0.42 n D7^;VA : — ;V= 1 0 : 1 ) o 

10 mmm 6 (12 5) 

3- (2- ( (3-^5^;i/-i- (2-i^7;i/:^np< h:^i/7^— :7'-5^ 




318 



wo 03/016254 



PCT/JP02/08120 



TLC : Rf 0.38 (^Dn7i^;i/A : y^—)V= 1 0 : 1) o 

mmm 6 (126) 

3- (2- ( (3 1 - (2, 3, 5, 6 -7" h ^ 7;i/::rn 7 o^n 




TLC : Rf 0.53 (^nn73^;VA : ^^y— ;i/=9 : 1) o 

mmmQ (127) 

10 3- (2- ( (3-p<5^;v-l- (2- h ';:7;v:^D^5^;i/7i— ;v) 




TLC : Rf 0.53 (^DD/}n;1/A : ^^J—)]y=Q : 1) o 

15 mmm e (128) 

3- (2- ( (3 1 - (2, 5-:j;'7;i/:^n7:c-;i/) y^}]/) 

319 



wo 03/016254 



PCT/JP02/08120 




TLC : Rf 0.53 (^Dn5fc;i/A : ^^y— ;i/=9 : 1) o 

mmm 6 (129) 

5 3- (2- ( (3-^^J]y- 1- (2 ->';i/:^D- 5 h^^Sy^oi-;!/) 




TLC : Rf 0.53 (^P07j^;i/A : ;i/=9 : 1) o 

10 ^^ij 6 (13 0) 

3- (2- ( (3-p<5^;v-l- (3, 4-i^^^J]yy=i^=.J]y) :7'5^;v) :;t7 




320 
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TLC : Rf 0.53 (^Dn^fc;^^ : pi^y— ;p=9 : 1) o 

mmme (isi) 

3- (2- ( (3 1 - (2, 4-py;]y:^t2y:c—;]/) y^j]/) 



TLC : Rf 0.53 (^DD5}^;i/A : ;i/=9 : 1) o 

mmm e (132) 

10 3- (2- ( (3-p<9=-;V- 1- (2, 3, Q-V^)y)\y:tuyau-)],) 



TLC : Rf 0.53 (^nD4^;i/A : ;V=9 : 1) o 

15 IfeffS^!] 6 (13 3) 

3- (2- ( (3 1 - (4--i7tiU-2-y)lytuy3^:=.)]/) y 

321 
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TL C : Rf 0.53 (^Dn7t?;i/A : :f.if J^)\,= 9 : 1) o 

mmm e (134) 

3- (2- ( (3 -p<5^;i/- 1- (2, 4, 5 - h i;:7;i/:rn7 3^i:^;i/) 




TLC : Rf 0.53 (^Dn4^;i/A : p<^$'y— ;i/=9 : 1) o 
mm¥\ 6 (13 5) 

3- (2- ( (3 1 - (2, 3-i^7;i/:^n7 3i^;i/) :7'5^;i/) 




322 
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TL C : Rf 0.53 (^^DD7ix;i/A : p?i5^y~;i'= 9 : 1) o 

mmm e ( i 3 6 ) 

3- (2- ( (3-^5^;i/-i- (2-^ut2-4-y)V:tt2y3^—j]y) y 



TLC : Rf 0.53 (^D^/^^;l/A : p^^J^y— ;i/=9 : 1) o 

nmm 6 (13 7) 

3- (2- ( (3-p<5^;i/- 1- (2, 4, 6-h>;7;i/:^D:7jz^;i/) 



TLC : Rf 0.53 (^DD7j^;l/A : p<i$'y~;v=9 : 1) o 

mmm e a 3 8) 

3- (2- ( (3-p<^;i/-l- (2, 3-S?p< h^s^:7 3z-;i/) -y^jv) 

323 





wo 03/016254 
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TLC : Rf 0.53 (^tiU-^;]yA : ^^^—J]/=9 : 1) o 

mmm 6 (139) 

3- (2- ( (3 -p<5^;i/- 1 - (4-z^3^^jPT^^y:i^-;i) y^j],) 




TLC : Rf 0.53 (^DD4^;i/A : ;i/=9 : 1) o 

mmme (i4o) 

3- (2- ( (3-^^;i- I - (2, 3, 4, 5, 6 -^>^ 7;i/;rD :7 
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TLC : Rf 0.53 (^DDJ^^;l/A : ;i/=9 : 1) o 

mmm 6 ( 1 4 d 

(2E) -3- (2- ( (3 -^^Jl- 1 - y :j^-j]yy^j],) i^jm^^jv) 




TLC : Rf 0.55 (^nn7is;i/A : ^^y—;v= l O : 1) o 

3- (2- ( (3-p<5^;v-i- (4-^sy;i/7ai-;i/) y^jv) :^;wt^ 
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TLC : Rf 0.53 (^^DDJ}^;1/A : p^iJ^y— ;v=9 : 1) o 

mmm 6 ( 1 4 3 ) 

3- (2- ( (3 -p?^^-;!/- 1- (3-y;v:;tu-2-^^)vy3^-jv) y 

0° 



TLC : Rf 0.53 {^uuit^)]/h, : ^^y— ;i/=9 : i) „ 

mmm e (144) 

3- (2- ( (3-p<5=-;i/-l- (2, 3, 4-hVyj\^^uyj^-;],) f 

0° 



T L C : R f 0.53 D D7j^;i/A : — ;i/= 9 : 1 ) o 

6 (14 5) 

3- (2- ( (3-pi5^;i/-i- (4- (ti'D>;i^>-l-^;i/) :7zc-;i/) 
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TLC : Rf 0.53 {^UU:^J]/A : ;i/=9 : 1) o 

mmm e ( i 4 e ) 

3- (2- ( (3-^5^;i/-l- (4-i^p<5=-;i/T^y y'^-Jly) 




T L C : R f 0.53 D D 3js;i/A : — ;i/= 9 : 1 ) o 
^^J6 (14 7) 

3- (2- ( (3 -p<5^;i/- 1 - (4-S^^5=-;i/T^y-2-p« h^i/^ji 

m 
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T L C : R f 0.53 {^^ D n7js;i/A : ^ ^$7 y — 9 : 1 ) „ 

mmm 6 ( 1 4 s ) 

3- (2- ( (3-p<^;i/-l- (2, 4-^^^ h:3p.>7 3^-;i/) 




TLC : Rf 0.53 (^^nD.1^;i/A : : 1) o 

I^^J6 (14 9) 

3- (2- ( (3-^5^;i/-l- (4-:7>drS/7 3:r:;i/) 
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TLC : Rf 0.53 (^tiU-^;]/A : :^^J^jv= 9 : 1) o 
6 (15 0) 

3- (2- ( (3-p<5=-;i/- 1- (4-:r.h^ty-3-?^h^t^y:^-;i,) 



TLC : Rf 0.53 (^?DD3}^;l/A : p^iJ^y— ;V=9 : 1) o 

mmm e c 1 5 d 

3- (2- ( 1- (4--r V7°Dif;i/;t^i^:7rc-;i/) 




T L C : R f 0.53 n D7}.;i/A : ^ ^ — ;i/= 9 : 1 ) o 

^^l^ij 6 (15 2) 

3- (2- ( (3-p<^;i.-l- (3, 4-Z^a:.h^->y^n;],) y^jv) 
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TLC : Rf 0.53 (^UU-^Jl/A : pi^J^y— 9 : 1) „ 

mmm 6 (153) 

3- (2- ( (3-p<5^;i/- 1- (2, 3, h^i^yj^rLjv) ^ 




TLC : Rf 0.53 (^tJUTt^JVA : : 1) o 

mmmQ (i 5 4) 

3- (2- ( (3-^5^;i/-l- (2, 4-S^p< ^:35=■i/-3-p<5^;l/:7 3^- 
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TLC : Rf 0.53 (^DD:^n;1/A : p^^J^y— ;i/=9 : 1) „ 

mmm e ( i 5 5 ) 

3- (2- ( (3 1- (5^^:7ji>-2-^;i/) ipb;^/^ 




TLC : Rf 0.53 (^nn3^;i/A : piiJ^y— ;i/=9 : 1) o 

mmm e rise) 

3- (2- ( (3-yi9-;)y-l- (2, 4, 5-hU7? h^->y:c-;v) 




TLC : Rf 0.53 (^nD7}s;i/A : jA^^—jly= 9 : 1) o 

mmme (is?) 

3- (2- ( (3 1- (3-p<5^;i/5^:^:7ic>-2— r;i/) 
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I 

TL C : Rf 0.53 (^UUyi^JVA : ^iJ^y— ;i/= 9 : 1) o - 

mmm e ( 1 5 s ) 

5 3- (2- ( (3-^5=-;!/- 1- (2, 3->:^p<^;i/-4-p< h^i^V:^— 




TLC : Rf 0.53 (i^DD5}x;i/A : ^iJ^y— ;i/=9 : 1) o 

10 mmmQ ( 1 5 9) 

3- (2- ( (3-^5^;i/-i- (2, 5->:^p«5^;i/-4-p« ^:3p5^7 3l- 
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TLC : Rf 0.53 (^nD/ft;PA : pi^J'y— ;i/=9 : 1) o 

mmm 6 ( 1 6 o ) 

3- (2- ( 1- (4-^ h^i^- 3 




TLC : Rf 0.53 (^uuyt^JVA : pi^S^y— ;i/=9 : 1) o 
6 (16 1) 

3- (2- ( (3-p<5^;i'- 1- (5-^^;i/:7^>-2-^;v) 



T L C : R f 0.53 D D3fc;i/A : ^ y — ;i/= 9 : 1 ) o 
6 ( 1 6 2) 

3- (2- ( (3-^5=-;i/- 1- (2, 4-i^a:hdri/-3-^5^;i/:7 3.- 
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TL C : Rf 0.53 i^uX2-^)]/A : J—)\/= 9 : 1) o 

mmm 6 (16 3) 

5 3- (2- ( (3-^5^;v-i- (i-^^;nfD— ;i/-2— r;i/) 




TLC : Rf 0.53 (^nn4^;i/A : ;i/=9 : 1) o 

10 mmm 6 ( i e 4 ) 

3- (2- ( (3-p<^;i/-l- (4-a:5^;i/5^:^7^^;i/) 
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TLC : Rf 0.53 (^uxn-^)VA : ^^J'y'— ;i/= 9 : 1) o 

mmm6 (i s 5) 

3- (2- ( (3-p<^;i/-l- (3-hVyjV:tU^^;]^^:ty3^=-JV) 




TLC : Rf 0.53 (t^nn4^;i/A : p^iJ^y— ;i/= 9 : 1) o 

mmm e (i s 6 ) 

10 3- (2- ( (3-^^;i/-l- (4-p<5=-;i/^:^>'ain;i/) ;i7;i/ 




TLC : Rf 0.53 (^DD/}^;i/A : p<i«7y~;i/= 9 : 1) o 

15 mmm 6 (16 7) 

3- (2- ( (4-->Tyy:xL-jv) :7'5^;i/) :>?7;w\'^ 
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T L C : R f 0.40 nxn^^jVA : A^^^ — ;i/ 1 0 : 1 ) o 

mmme ci 6 s) 

5 3- (2- ( (3-^5^;i/-i- (^:ty3^>-3—iJV) y^^jv) *;WN' 




TLC : Rf 0.53 (^'^D7i^;l/A : j^^^~~J]/=9 : 1) o 
10 6 (16 9) 

3- (2- ( (3-p<5^;i/- 1- (2, 5-s^^5^;i/7i^;i/) rr^^;!/) 
-4-7^y =3pi^^^;i/:7 3^r:;i/) yuj^>m 
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TLC : Rf 0.53 (^nn3jx;i/A : ;v=9 : i) „ 

I^^J 6 (17 0) 

3- (2- ( (3-pi5^;i/- 1- (3, h^->y3^-jv) y'^jv) 



T L C : R f 0.53 D n/f:;i/A : p< ^ y — ;i/= 9 : 1 ) o 

mmme (i 7 i) 

3- (2- ( (3-yi9-)]y-l- (1, 3-$^:^dr-y-^>^>-4-'f;i/) 



TLC : Rf 0.53 (i^nti-^isjVA : : 1) o 

6 ( 1 7 2) 

3 — (2- )]/) -4-yj:.y^S/^ 
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TL C : Rf 0.45 (^DD5^^;l/A : ;^^y-~j],= 1 0 : 1) o 
6 (ITS) 

3- (2- (N-^>t^;v-]<i-yu\fj\^it3jm^^jv) - ^-y 




TLC : Rf 0.50 (^DD7^^;l/A : ^^)\,= 1 0 : 1) o 

mmmQ (i 74) 

3- (2- ( (3 1 -7 3i^;p:7'5^;1/) i])\yn^^)\,) -4-^ 




TL C : Rf 0.41 (i^7nD4^;VA : ^^y~;i/= 19:1) ; 

NMR (300MHz,CDCl3) 7.42-7.19 (m, 13H), 6.36 (d, J = 8.7 Hz, IH), 5.24 
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(m, IH), 4.57 (s, 2H), 4.52 (s, 2H), 3.04-2.96 (m, 2H), 2.75-2.66 (m, 2H), 1.86-1.52 
(m, 3H), 0.99 (d, J = 6.5 Hz, 3H), 0.98 (d, J = 6.5 Hz, 3H)o 

mmme (175) 

3- (2- ( (3 -p<5=-;i/- 1 - (3 -:7;i/;rn- 5 - h ij :7;i/;rD7<5=-;i/ 




TLC : Rf 0.53 (^nD4^;i/A : p^^J^y— ;i/=9 : 1) o 
^^J6 (17 6) 

3- (2- ( (3 1 - (4~y;v:tu-2-hVyj]y^rt^^jv 




TLC : Rf 0.53 (^7DD7ix;i/A : jA^y 9 : 1) o 
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mmm6 a 77) 

3- (2- ( (3 1 - (2, 4-5^;'<^;i/:7 y^ji) 




TLC : Rf 0.53 (^Dn>^t;i/A : ;>< ^5? y = 9 : 1) o 
^^J6 (17 8) 

3- (2- ( (3-p«5^;i/- 1- (2, h ';:7;i/;rD;^^;i/:7rc-;i/) 




TLC : Rf 0.53 (^Dn:tc;VA : ;i/=9 : 1) o 

(17 9) 

3- (2- ( (3-^5=-;i/- 1- {2-^^)]yy3^-)]y) y^-J)/) p^7;W^'^ 
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TLC : Rf 0.53 (^nD:?J>;i/A : ^iJ^y— ;i/=9 : 1) o 

mmm e ( i s o ) 

3- (2- ( 1- (2, 3-i^?^9-Jl'^:^-;]y) ^ 




T L C : R f 0.53 (^^ n D^^^;l/A : p< ^ y — ;i/= 9 : 1) o 

mmm 6 ( i s d 

3- (2- ( - ^^)\/- l--? :^;w\"^-f - 4- (y 
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TLC : Rf 0.29 (tJ^ D D/}^;i/A : ^iS^y— ;i/= 1 0 : 1) o 

mmm e ( i s 2 ) 

3- (2- ( (3-^5^;i/- l-:7ic-;i/:::^^;v) - 4- (tf 

1 — r;^^^;!/) yti7-^>m 

^COOH 



TLC : Rf 0.36 (^J7DD7^^;l/A : ^^J^y— ;p=9 : 1) o 

mmm s ( i s a ) 

3- (2- ( (3-p<5^;i/- i-^ai-;!/:^^^-;!/) :^7;WN'^-r;i/) -4 - (2 

^COOH 



TLC : Rf 0.49 (i^np5j^;i/A : ;i/= 19:1) ; 

NM R (300 MHz, CDCI3) : <^ 7.40-7.23 (m, 7H), 7.22-7.15 (m, 3H), 7.13-7.07 (m, 
2H), 6.88 (s, IH), 6.05 (d, J = 8.7 Hz, IH), 5.20 (m, IH), 3.01-2.92 (m, 2H), 2.88 (s, 
4H), 2.74-2.66 (m, 2H), 1.82-1.59 (m, 3H), 0.99 (d, J = 6.6 Hz, 3H), 0.98 (d, J = 6.6 
Hz, 3H)o 
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mmm 6 ( i s 4 ) 

3- (2- ( (3 1 -:7 it];v^%^^ 




T L C : R f 0.45 imM^^J]y) ; 

N M R (300 MHz, DMSO-d^) : d 12.06 (s, IH), 8.78 (d, J = 8.4 Hz, IH), 7.38-7.18 
(m, 8H), 5.09-5.01 (m, IH), 4.45 (s, 2H), 3.28 (d, J = 6.6 Hz, 2H), 2.85-2.79 (m, 2H), 
2.46-2.41 (m, 2H), 1.80-1.58 (m, 2H), 1.48-1.39 (m, IH), 1.80-0.98 (m, IH), 0.94- 
0.89 (m, 6H), 0.49-0.43 (m, 2H), 0.19-0.14 (m, 2H)o 

mmm e a 8 5) 

3- (2- ( (3-p<5=-;i/- 1- (3, 5-i^^^;],y:^-;v) y^jv) ^ 
;w\*^-r;i/) -4- (3-iyTyya^j:^iy^9-JV) :7 3^r:;i/) yuMym 




TLC : Rf 0.58 (^5^ D n:?}.;i/A : ^^y— ;i/= 10:1) ; 
NMR (300 MHz, CDCI3) : 6 7.48-7.06 (m, 7H), 6.95 (s, 2H), 6.90 (s, IH), 6.42 
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(m, IH), 5.16 (m, IH), 5.00 (s, 2H), 3.10-2.92 (m, 2H), 2.78-2.62 (m, 2H), 2.29 (s, 
6H), 1.86-1.48 (m, 3H), 0.97 (d, J = 6.3 Hz, 6H)o 

^^J6 (18 6) 

5 3- (2- ( {3-^^;V- 1- (3, 5-i^p<5^;i/:7ai-;i/) y^jv) -fy 



TLC : Rf 0.62 (^DD4^;i/A : ^^7— ;i/= 10:1) ; 
NMR (300 MHz, CDCI3) : 6 7.46-7.39 (m, 2H), 7.31-7.22 (m, IH), 7.20-7.11 (m, 
10 2H), 6.95 (s, 2H), 6.93-6.82 (m, 3H), 6.26 (d, J = 8.4 Hz, IH), 5.17 (m, IH), 5.04 (s, 
2H), 3.14-2.99 (m, 2H), 2.78-2.67 (m, 2H), 2.31 (s, 6H), 2.27 (s, 3H), 1.85-1.52 (m, 
3H), 0.99 (d, J = 6.6 Hz, 3H), 0.98 (d, J = 6.6 Hz, 3H)o 

mmme (is?) 

15 3- (2- ( (3 1 - (3, 5-i;^p<5=-;i/7 3^-;v) :7'^;v) ti 
;w^'^-f;i/) - 4- (2-^Dn-5-p<5^;i/7 3zy:3piyp<5^;i/) :7ai-;i/) 
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T L C : R f 0.49 P ti-^j]/A : — ;i/= 10:1) ; 

N M R (300 MHz, CDCI3) : 6 7.53 (d, J = 1.8 Hz, IH), 7.43 (dd, J = 7.5, 1.8 Hz, 
IH), 7.33-7.22 (m, 2H), 6.96 (s, 2H), 6.91 (s, IH), 6.79 (s, IH), 6.75 (m, IH), 6.30 (d, 
5 J = 8.4 Hz, IH), 5.17 (m, IH), 5.09 (s, 2H), 3.12-2.98 (m, 2H), 2.78-2.69 (m, 2H), 
2.31 (s, 9H), 1.86-1.55 (m, 3H), 0.99 (d, J = 6.3 Hz, 3H), 0.98 (d, J = 6.3 Hz, 3H)o 

mmm6 ass) 

3- (2- ( (3-p<^;i/-l- (3, 5-t^^^jvy:>^—;\y) 
10 ;i/7N"^-f ;i/) -4- (b°';i^>-3--r;i/:^^^>^5^;i/) ^'n^^;!/) yn?^ 




TLC : Rf 0.37 (^dd4^;1/A : J—)V= 10:1) ; 
N M R (300 MHz, DMSO-dJ : 6 8.79 (d, J = 8.7 Hz, IH), 8.36 (d, J = 2.7 Hz, IH), 
15 8.19 (m, IH), 7.50-7.41 (m, 2H), 7.39-7.29 (m, 3H), 6.97 (s, 2H), 6.86 (s, IH), 5.19 
(s, 2H), 4.99 (m, IH), 2.92-2.80 (m, 2H), 2.55-2.42 (m, 2H), 2.26 (s, 6H), 1.82-1.55 
(m, 2H), 1.42 (m, IH), 0.93 (t, J = 7.3 Hz, 6H) o 
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mmm e ( i s 9 ) 

3- (2- ( (3-p<5^;i/- 1- (4-^ h^->-l, 3-t^^^^-(>V 



TLC : Rf 0.53 (^nD7fc;i/A : ^^y— ;i/= 9 : 1) ; 

NMR (300 MHz, CDCI3) : 6 7.46-7.42 (m, 2H), 7.31-7.11 (m, 2H), 6.94-6.84 (m, 
2H), 6.55 (d, J = 9.9 Hz, 2H), 6.32 (d, J = 8.4 Hz, IH), 5.95 (s, 2H), 5.15 (m, IH), 
5.05 (s, 2H), 3.91 (s, 3H), 3.03 (t, J = 7.2 Hz, 2H), 2.75 (t, J = 7.2 Hz, 2H), 2.27 (s, 
3H), 1.85-1.50 (m, 3H), 0.98 (d, J = 6.0 Hz, 6H)o 

mmme (iqo) 

3- (2- ( (3-p<5=-;i/- 1 - (4-^ h^->- 1 , 3-i^:^^V^>'$r 
>-6--f;i') y^J]/) ;^7;W^°^-f -4- (3-tyTy'y=^^^i^?i.^ 




COOH 
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COOH 



TLC : Rf 0.48 (^UUTi^^lA : ^^y— ;i/= 9:1) ; 
N MR (300 MHz, CDCI3) : 6 7.46-7.12 (m, 7H), 6.56 (dd, J = 10.5, 1.5 Hz, 2H), 
6.46 (d, J = 8.4 Hz, IH), 5.94 (s, 2H), 5.13 (m, IH), 5.03 (s, 2H), 3.90 (s, 3H), 3.02 (t, 
5 J = 7.2 Hz, 2H), 2.74 (t, J = 7.2 Hz, 2H), 1.85-1.55 (m, 3H), 0.97 (d, J = 6.6 Hz, 6H) o 

mmm6 (19 i) 

3- (2- ( (4-^ h^->- 1, 3-i^;:^^-y^>^ 

10 )]/) yu^-^>m 



TLC : Rf 0.50 (^DD/J^;i/A : ^iS^y— ;i/=9 : 1) ; 
NMR (300 MHz, CDCI3) : 6 7.51 (s, IH), 7.44 (d, J = 7.8 Hz, IH), 7.30-7.23 (m, 
3H), 6.79 (s, IH), 6.75 (d, J = 8.4 Hz, IH) 6.55 (d, J = 7.2 Hz, 2H), 6.36 (d, J = 8.7 
15 Hz, IH), 5.95 (s, 2H), 5.13 (m, IH), 5.09 (s, 2H), 3.91 (s, 3H), 3.04 (t, J = 7.2 Hz, 




COOH 
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2H), 2.74 (t, J = 7.2 Hz, 2H), 2.27 (s, 3H), 1.82-1.50 (m, 3H), 0.98 (d, J = 6.3 Hz, 
6H)o 

6 (19 2) 

5 3- (2- ( (3-^^;]y- 1- (3, 5-i^^tiu-7 3^-jv) y^jv) :^ 
•;w?^^;i/) -4-7^y yxn^i>m 



T L C : R f 0.50 D D:?i^;VA : — ;i/= 9:1) ; 

NMR (300 MHz, CDCI3) : 6 7.48-7.42 (m, 2H), 7.35-7.24 (m, 6H), 7.02-6.94 (m, 
10 3H), 6.58 (d, J = 8.4 Hz, IH), 5.20-5.10 (m, IH), 5.05 (s, 2H), 3.05-2.97 (m, 2H), 
2.85-2.70 (m, 2H), 1.80-1.40 (m, 3H), 0.99 (d, J = 5.7 Hz, 3H), 0.98 (d, J = 5.7 Hz, 
3H)o 

mmme (193) 

15 3- (2- ( (3-yi9-;]y- 1- (3-^DD-5-7;i'^n^3i-;i/) 
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T L C : R f 0.50 n D7}^;l/A : ^ ^ y ~;i/= 9:1) ; 
NMR (300 MHz, CDCI3) : <^ 7.50-7.40 (m, 2H), 7.35-7.15 (m, 6H), 7.05-6.94 (m, 
3H), 6.80-6.70 (m, IH), 6.00-5.85 (m, IH), 5.04 (s, 2H), 3.10-3.00 (m, 2H), 2.80- 
2.70 (m, 2H), 2.00-1.40 (m, 3H), 1.02 (d, J = 6.0 Hz, 3H), 1.01 (d, J = 6.0 Hz, 3H)o 

6 (19 4) 

3- (2- ( (3-^5^;i/-l- (4 -:7;i/:rD- 3 



T L C : R f 0.23 (^api^> : i^^rc5^;v= 1:1) ; 

NMR (300 MHz, CDCI3) : 6 7.45-7.42 (m, 2H), 7.28 (m, IH), 7.20-7.10 (m, 4H), 
6.97 (m, IH), 6.92-6.84 (m, 2H), 6.30 (brd, J = 8.7 Hz, IH), 5.17 (m, IH), 5.05 (s, 
2H), 3.08-2.95 (m, 2H), 2.75-2.71 (m, 2H), 2.27 (s, 6H), 1.82-1.55 (m, 3H), 0.99 (d, 
J = 6.3 Hz, 3H), 0.98 (d, J = 6.3 Hz, 3H)o 

mm\^ (19 5) 

3- (2- ( (3 -^5=-;!/- 1 - (4->';i/;^D-3-^^;i/:7:n-;i/) y 
9Jiy) :p?j;wt^-f';i/) -4- (2 -^nn- 5 ^Jpi^pi^^-;!/) 
:7 3iri;i/) 7°D/i>^ 
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COOH 



F 



T L C : R f 0.23 : mm^9-Jl^= 1:1) ; 

NMR (300 MHz, CDCI3) : ^ 7.52 (brs, IH), 7.43 (m, IH), 7.30-7.24 (m, 2H), 
7.18-7.11 (m, 2H), 6.97 (m, IH), 6.79 (brs, IH), 6.75 (brd, J = 7.8 Hz, IH), 6.34 (brd, 
J = 8.1 Hz, IH), 5.16 (m, IH), 5.09 (s, 2H), 3.11-2.96 (m, 2H), 2.75-2.70 (m, 2H), 
2.32 (s, 3H), 2.27 (d, J = 1.5 Hz, 3H), 1.87-1.54 (m, 3H), 0.99 (d, J = 6.3 Hz, 3H), 
0.98(d, J = 6.3Hz,3H)o 

mmme (i 9 6) 

3- (2- ( (3-pi^;i/-i- (3, B-vyjv^u:?:^-;],) y-^ji) 



TLC : Rf 0.53 (^^DD:t;;i/A : ^^J^y— ;i/=9 : 1) ; 

NMR (300 MHz, CDCI3) : 6 7.48-7.40 (m, 2H), 7.35-7.24 (m, 3H), 7.02-6.94 (m, 
3H), 6.94-6.84 (m, 2H), 6.76-6.66 (m, IH), 6.54 (brd, J = 8.4 Hz, IH), 5.23-5.13 (m, 
IH), 5.04 (s, 2H), 3.02 (t, J = 7.2 Hz, 2H), 2.80-2.70 (m, 2H), 1.80-1.40 (m, 3H), 
0.99 (d, J = 6.0 Hz, 3H), 0.98 (d, J = 6.0 Hz, 3H)o 




350 
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3- (2- ( (3-pi^;p-i- (3, 5-i^^h^->y:^-JV) zr^jv) 



TLC:Rf 0.53 (^Dn5t:;i/A : p<^$'y — ;V= 9 : 1) ; 
NMR (300 MHz, CDCI3) : d 7.47-7.40 (m, 2H), 7.34-7.20 (m, 3H), 7.02-6.90 (m, 
3H), 6.51 (d, J = 2.1 Hz, 2H), 6.40-6.35 (m, 2H), 5.20-5.10 (m, IH), 5.03 (s, 2H), 
3.79 (s, 6H), 3.08-3.00 (m, 2H), 2.76 (t, J = 7.5 Hz, 2H), 1.80-1.50 (m, 3H), 0.99 (d, 
10 J = 6.3Hz,6H)o 

mmm 6 (i 9 s ) 

3 - (2 - ( (3 1 -^3^—;]/^^^;]/) :i7;w^^-r;i/) - 4- ( 1 



T L C : R f 0,53 UU7}s;]/A \ J — ;i/= 9:1) ; 

NMR (300 MHz, CDCI3) : 6 7.40-7.18 (m, lOH), 6.94-6.82 (m, 3H), 6.25 (d, J = 

351 



5 
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8.4 Hz, IH), 5.30 (q, J = 6.6 Hz, IH), 5.22 (m, IH), 2.96 (m, 2H), 2.70 (m, 2H), 
1.80-1.45 (m, 3H), 1.62 (m, 3H), 1.00-0.95 (m, 6H)o 

mmme (199) 

3- (2- ( (2 tijv/'^^^ji) -4- 



TLCrRf 0.39 D D5^^;I/A : ^ ^ y — 9 : 1) ; 
N MR (300 MHz, CDClg) : d 7.46-7.27 (m, lOH), 7.02-6.95 (m, 3H), 6.51 (m, IH), 
5.03 (s, 2H), 4.41 (dd, J = 8.4, 3.9 Hz, IH), 3.87 (ddd, J = 13.5, 6.9, 3.9 Hz, IH), 
3.46 (ddd, J = 13.5, 8.4, 4.5 Hz, IH), 3.28 (s, 3H), 3.07 (t, J = 7.5 Hz, 2H), 2.76 (t, J 
= 7.5 Hz, 2H)o 

^^J6 (2 0 0) 

3- (2- ( (2 --y oL-jvyulfj]/) :^7;w^'^-r;^) -4-y:^J^iy^ 





TLC : Rf 0.34 (^D^7J^;l/A : p^^S'y— ;i/=9 : 1) ; 
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NMR (300 MHz, CDCI3) :6 7.40-7.20 (m, lOH), 7.02-6.91 (m, 3H), 6.03 (dd, J 
= 6.0, 5.7 Hz, IH), 4.96 (s, 2H), 3.80 (ddd, J = 13.5, 6.0, 6.0 Hz, IH), 3.48 (ddd, J = 
13.5, 9.3, 5.7 Hz, IH), 3.10 (m, IH), 2.95 (t, J = 7.5 Hz, 2H), 2.71 (t, J = 7.5 Hz, 2H), 
1.34 (d, J = 6.9 Hz, 3H)o 



6 (201) 

3- (2- ( (3 -y<9-J]y- 1 - y zr.-jl.y'^;],) ijjw^^^jv) - 4- (2 



10 TLC : Rf 0.38 (i^DnjJx;!/^ : ;ix=9 : 1) ; 

NMR (300 MHz, CDCI3) : ^ 7.38-7.18 (m, lOH), 6.98-6.84 (m, 3H), 6.30 (d, J = 
8.1 Hz, IH), 5.23 (dt, J = 8.1, 6.3 Hz, IH), 4.16 (t, J = 6.9 Hz, 2H), 3.07 (t, J = 6.9 
Hz, 2H), 2.99 (dt, J = 3.3, 6.9 Hz, 2H), 2.72 (t, J = 6.9 Hz, 2H), 1.82-1.50 (m, 3H), 
0.98 (d, J = 6.6 Hz, 6H)o 

15 

mmm6 (202) 

3- (2- (3-:7 3a-;i/^;i/7}TU>-4— r;i/:^7;i/5}fr:;i/) -4-73,7 
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COOH 



TLC : Rf 0.31 i^uu^JVA : ;i/= 1 0 : 1) o 

mmme (2 o 3) 



TLC : Rf 0.38 (^UU^JVA : pi^^'y— ;i/= 1 0 : 1) o 

mmm e ( 2 o 4 ) 

3- (2- ( (2-p< (3, 5-i^;><^;i/7:c-;i/) 
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COOH 



TLC : Rf 0.39 i^^-^y :Wm:i:'9-J\y= 1 : 1) o 

mmm e (205) 

5 3- (2- ( {4-?i^;i'-2--7 JV^^^^ -4- 



T L C : R f 0.44 n D yt-^l^A : J — ;i/= 9:1) ; 
NMR (300 MHz, CDCI3) : ^ 7.40-7.15 (m, lOH), 7.10-6.90 (m, 3H), 5.92 (t, J = 
10 5.4 Hz, IH), 4.95 (s, 2H), 3.86 (ddd, J = 13.5, 5.4, 5.4 Hz, IH), 3.40 (ddd, J = 13.5, 
9.9, 5.4 Hz, IH), 3.01 (m, IH), 2.94 (t, J = 7.2 Hz, 2H), 2.71 (t, J = 7.2 Hz, 2H), 
1.65-1.40 (m, 3H), 0.89 (d, J = 6.6 Hz, 3H), 0.87 (d, J = 6.6 Hz, 3H)o 

mm\Q (2 0 6) 

15 3- (2 -:>?:7at-;i/p<5=-;i/;^3;w^'^-i';i/-4->'a^y^S>'^^;i/73^^;p) 
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T L C : R f 0.42 D D4^;PA ; ^ ^ y — ;i/= 9:1) ; 
NMR (300 MHz, DMSO-d^) : 6 939 (d, J = 8.7 Hz, IH), 7.43-7.20 (m, 15H), 
7.03-6.90 (m, 3H), 636 (d, J = 8.7 Hz, IH), 5.07 (s, 2H), 2.85 (t, J = 7.8 Hz, 2H), 
5 2.44 (m, 2H)o 

mmme (207) 

3- (2- ( (2-s>'^D:rm^;i/-l- (3, 5 

9-J\y) JV) -4- (2 -^DD- 5 -p<5=-;i'7rcy ^S^pi^^;!/) 

10 7°D7^>M 




TL C : Rf 0.49 (^DDJjN;i/A : p<^y— ;i/= 9:1) ; 
NMR (300 MHz, CDCI3) : 6 7.57 (s, IH), 7.44 (d, J = 8.1 Hz, IH), 7.32-7.24 (m, 
2H), 6.96 (s, 2H), 6.91 (s, IH), 6.79 (s, IH), 6.74 (d, J - 8.1 Hz, IH), 6.45 (d, J = 8.1 
15 Hz, IH), 5.18 (m, IH), 5.10 (s, 2H), 3.07 (m, 2H), 2.76 (t, J = 7.2 Hz, 2H), 2.31 (s, 
9H), 1.76 (m, 2H), 0.69 (m, IH), 0.55-0.40 (m, 2H), 0.22-0.06 (m, 2H) o 
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^^^J 6 (2 0 8) 

3- (2- ( (1- (3, 5--y^9-JVy:iu—J]/) i^JW^^-^JV) 

^COOH 



5 




TL C : Rf 0.46 (i57DD7j^;i/A : p{^«7y— ;i/= 9:1); 
N M R (300 MHz, CDCI3) : 6 7.53 (s, IH), 7.44 (d, J = 7.8 Hz, IH), 7.30-7.23 (m, 
2H), 6.99 (s, 2H), 6.92 (s, IH), 6.78 (s, IH), 6.74 (d, J = 7.8 Hz, IH), 6.36 (d, J = 7.5 
Hz, IH), 5.23 (dq, J = 7.5, 6.9 Hz, IH), 5.08 (s, 2H), 3.08 (t, J = 7.5 Hz, 2H), 2.77 (t, 
10 J = 7.5 Hz, 2H), 2.32 (s, 6H), 2.31 (s, 3H), 1.57 (d, J = 6.9 Hz, 3H)o 

mmm 6 (209) 

3- (2- ( (3 1 ->'az-;i/>^5^;i/) -A-y 



15 




TLC : Rf 0.28 (^:3p-y-> '.Wm^^)]y=l : 1. 0.5%!^^) ; 

NMR (300 MHz, CDOj) : 6 7.46 (s, IH), 7.38-7.22 (m, 7H), 7.02-6.94 (m, 3H), 
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6.78 (s, IH), 6.19 (d, J = 8.4 Hz, IH), 5.19 (m, IH), 5.06 (s, 2H), 3.87 (s, 3H), 3.06 
(m, 2H), 2.76 (t, J = 7.5 Hz, 2H), 1.82-1.50 (m, 3H), 0.972 (d, J = 6.6 Hz, 3H), 0.969 
(d, J = 6.6 Hz, 3H)o 

5 mmme (2 1 o) 

3- (2- ( (1 -^5=-;i/-2-7 3:.— ifjjw"^^^ -4-y 




TLC : Rf 0.34 (^^D7i^;^A : ^^y— ;i/= i o : 1) ; 
10 N M R (300 MHz, CDCI3) : 6 7.43-7.16 (m, lOH), 7.03-6.92 (m, 3H), 5.99 (d, J = 
8.1 Hz, IH), 4.98 (s, 2H), 4.49 (m, IH), 3.00-2.90 (m, 2H), 2.87 (d, J = 6.6 Hz, 2H), 
2.80-2.65 (m, 2H), 1.26 (d, J = 6.6 Hz, 3H) o 

mmm e (211) 

15 3- (2- ( i-y:ji~j]y-:r^)]y) - 4- 
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TLC : Rf 0.48 (^uxij^^]y2^ : pi^J'y— ;i/= 1 0 : 1) o 

mmme (2 12) 

3 - ( 2 - ( ( 3 i-y a^—)^^^)]/) 5b;WN*^-r - 4 - ( 1 , 



TLC : Rf 0.46 (^DD3jN;i/A : p^^J^y— ;i/= 1 0 : 1) o 

mm^\^ (2 13) 

3- (2- ( (3-^5^;i/- 1 -7 3^— pb;w^^'f - 4- (-f 

^COOH 



TLC : Rf 0.48 (i?DD5}^;i/A : ;V= 10: 1) o 

mmm^ (214) 

3- (2- ( (4-p<5=-;i/- 1 -:7x.n;i/^>^>-2--f;i/) :^3;w^^-r 
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T L C : R f 0.50 n D7j^;i/A J — ;i/= 10:1) ; 
NMR (300 MHz, CDCI3) : 6 lA^-lA^ (m, lOH), 7.04-6.93 (m, 3H), 5.76 (d, J = 
9.0 Hz, IH), 4.99 (s, 2H), 4.53 (m, IH), 3.02-2.66 (m, 6H), 1.72 (m, IH), 1.52-1.35 
(m, 2H), 0.97 (d, J = 6.0 Hz, 3H), 0.95 (d, J = 6.0 Hz, 3H)o 

I^^J6 (2 1 5) 

3- (2- ( (3 1 -:7^^;i/:7'5^;i/) ti)\yn=^^ )\^') -^--y 




TLC : Rf 0.23 (^^-y-y :mM:^^JV=2 : 1. 0.5%@^^) ; 
NMR (300 MHz, CDCI3) : 6 7.40 (s, IH), 7.36-7.25 (m, 7H), 7.12 (s, IH), 
7.03-6.95 (m, 3H), 6.31 (d, J = 8.1 Hz, IH), 5.21 (m, IH), 4.99 (s, 2H), 3.01 (m, 2H), 
2.74 (t, J = 7.5 Hz, 2H), 2.35 (s, 3H), 1.85-1.55 (m, 3H), 0.97 (d, J = 6.6 Hz, 6H)o 

^^J6 (2 1 6) 

3- (2- ( (i~y^]y>-2-^ :i7;w\"^-f ;i/) -4- 
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^J—JV- 1-^ yx.^j]/) y°tij-^>m 




COOH 



TLC : Rf 0.37 (^nn:^;i/A : p<^y— ;i/= 10:1) ; 
NMR (300 MHz, DMSO-dg) : 6 12.14 (brs, IH), 9.01 (t, J = 5.7 Hz, IH), 
7.95-7.77 (m, 5H), 1.51-7 AA^ (m, 4H), 133-1.26 (m, 2H), 7.20 (d, J = 8.1 Hz, IH), 
6.28 (m, IH), 5.34 (s, 2H), 4.60 (d, J = 5.7 Hz, 2H), 2.92 (t, J = 7.8 Hz, 2H), 2.57- 
2.48 (m, 2H)o 

mmm 6 (217) 

3- (2- ( (3 1 -7 3^r:;i/:7*5^;i/) ■7.}Vy t"^^ ))/) -4- 



TLC : Rf 0.46 (^nn^;i/A : piiJ^y— ;V= 5 : 1) ; 
NMR (300 MHz, CDCI3) : 6 1.11 (s, IH), 7.43 (d, J = 8.1 Hz, IH), 7.38-7.25 (m, 
2H), 7.20-6.90 (m, 9H), 6.10-5.95 (m, IH), 4.94 (s, 2H), 4.32 (q, J = 7.5 Hz, IH), 
3.25-3.00 (m, 2H), 2.72 (ddd, J = 16.2, 10.2, 5.7 Hz, IH), 2.51 (ddd, J = 16.2, 10.5, 
5.7 Hz, IH), 1.80-1.40 (m, 3H), 0.88 (d, J = 6.6 Hz, 3H), 0.85 (d, J = 6.6 Hz, 3H)o 




COOH 
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mmme (2 1 s) 

3- (2- ( (3-^5^;i/-l- (3, 5 i:i 
;w?^-f;i/) -4- (tf^V— — r;vp<5=-;i/) y^r:;!/) yu;-^>m. 



5 TL C : Rf 0.54 (^D^4^;^A : ;i/= 1 0 : 1) o 

%SB^J6 (2 19) 

3- (2- ( (3-^5^;i/-l- (3, h^tyy =^=-)\y) y^^M 

10 ^ 



TL C : Rf 0.51 (^DD;t:;i/A : p<^y— ;i/= 1 0 : 1) o 
^#06 (2 2 0) 

15 3- (2- ( (3 1 -:7:iin;i/:7*5=-;v) >?j;w\'^-f ;i/) -3-^ 
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TLC : Rf 0.38 : #^ai^;i/= 1:1. 0^%Wm) ; 

NMR (300 MHz, CDCI3) : 6 7.40-7.25(m, 8H), 7.07 (d, J = 8.1 Hz, IH), 7.01- 
6.93 (m, 3H), 6.18 (d, J = 8.7 Hz, IH), 5.29 (m, IH), 4.96 (s, 2H), 2.90 (m, 2H), 2.62 
5 (m, 2H), 2.22 (bs, 3H), 1.90-1.55 (m, 3H), 0.99 (d, J = 6.3 Hz, 3H), 0.98 (d, J = 6.3 
Hz,3H)o 

mmm6 (2 2 i) 

fr''''N^^O'^COOH 




TL C : Rf 0.44 (^nD/j^;i/A : ;V= 9 : 1) ; 

NMR (300 MHz, CDQa) : 6 1.51 (d, J = 1.5 Hz, IH), 7.49 (dd, J = 7.8, 1.5 Hz, 
IH), 7.39-7.24 (m, 8H), 7.03-6.92 (m, 3H), 6.65 (d, J = 8.4 Hz, IH), 5.24 (m, IH), 
15 5.08 (s, 2H), 4.67 (d, J = 11 Hz, IH), 4.56 (d, J = 11 Hz, 1 H), 3.99 (d, J = 17 Hz, IH), 
3.94 (d, J = 17 Hz, IH), 1.89-1.52 (m, 3H), 0.99 (d, J = 6.5 Hz, 3H), 0.98 (d, J = 6.5 
Hz, 3H)o 
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6 (2 2 2) 

3- (2- ( (3 -t l-:7:c-;i/:/5^;i/) 




TLC : Rf 0.42 (^uu-^^Jl^A : p^^J^y— ;i/= 1 0 : 1) o 

mmme (223) 




T L C : R f 0.29 D DpJt;1/A : p< y —JV : mm= 9 0:10:1) ; 
N M R (300 MHz, DMSO-d«) : 6 8.94 (d, J = 8.7 Hz, IH), 7.90-7.82 (m, 2H), 7.79 
(d, J = 0.6 Hz, IH), 7.59 (t, J = 8.0 Hz, IH), 7.45-7.39 (m, 2H), 7,36-7.28 (m, 2H), 
7.22 (m, IH), 5.15 (m, IH), 1.87 (m, IH), 1.70-1.48 (m, 2H), 0.93 (d, J = 6.3 Hz, 
6H)o 



364 
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mm 6 (2 2 4) 



7- (3 -p<^;i/- 1 -7 31— ;i/:7'5^;i/:i7;w^^-r;i/) -2-^>^Jy^i 



T L C : R f 0.53 (^UU^sJVA : — ;i/ : mm= 9 0:10:1) ; 

N M R (300 MHz, DMSO-dJ : 6 8.74 (d, J = 8.1 Hz, IH), 7.91 (d, J = 8.1 Hz, IH), 
7.76-7.69 (m, 2H), 7.50-7.18 (m, 6H), 5.14 (m, IH), 1.88-1.71 (m, 2H), 1.52 (m, IH), 
0.95 (d, J = 6.2 Hz, 3H), 0.93 (d, J = 6.2 Hz, 3H)o 

6 (2 2 5) 

2- (7- (3 1 -7 3i-;i/7'5=-;i/:i?;w^"^-i';i/) ^yy:-j\y- 

1 --r;^) 




COOH 




T L C : R f 0.35 (i^^ai5=-;i/) ; 
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NMR (300 MHz, DMSO-dg) : d? 12.56 (s, IH), 8.99 (d, J = 8.7 Hz, IH), 7.65 (d, 
J = 7.8 Hz, IH), 7.41-7.31 (m, 5H), 7.25-7.20 (m, IH), 7.14 (d, J = 6.6 Hz, IH), 7.05 
(t, J = 7.8 Hz, IH), 6.52 (d, J = 3.0 Hz, IH), 5.17 (d, J = 18.3 Hz, IH), 5.12-5.06 (m, 
IH), 4.97 (d, J = 18.3 Hz, IH), 1.84-1.74 (m, IH), 1.68-1.55 (m, IH), 1.50-1.41 (m, 
IH), 0.95 (d, J = 6.3 Hz, 3H), 0.91 (d, J = 6.3 Hz, 3H)o 

^^J6 (2 2 6) 

2- (7- (3 -pt^^;!/- 1 -:7ac-;i/:r5^;i/:i7;W"?^-i';i/) -f>K-;i/- 

3- ^;i/) mm 



T L C : R f 0.60 (mm^^^Jl^) ; 

NMR (300 MHz, CDCI3) : <^ 10.25 (bis, IH), 7.76 (d, J = 7.8 Hz, IH), 7.40-7.23 
(m, 7H), 7.11 (t, J = 7.8 Hz, IH), 6.98 (d, J = 6.9 Hz, IH), 5.31-5.23 (m, IH), 3.80 (s, 
2H), 1.89-1.58 (m, 3H), 1.01-0.97 (m, 6H)o 

mmme (2 2 7) 

m 



COOH 




366 



wo 03/016254 



PCT/JP02/08120 




TLC : Rf 0.33 (^DD7i^;i/A : ;i/= 10:1) ; 

NMR (300 MHz, DMSO-dg) : 6 9.31 (s, IH), 8.96 (d, J = 8.4 Hz, IH), 8.24-8.13 
(m, 2H), 8.08 (d, J = 8.7 Hz, IH), 7.97 (d, J = 8.7 Hz, IH), 7.66 (m, IH), 7.47-7.17 
5 (m, 5H), 5.14 (m, IH), 1.88 (m, IH), 1.67(ni, IH), 1.54 (m, IH), 0.94 (d, J = 6.3 Hz, 
6H)o 

mmme (2 2 s) 

2- (l-^>i?jv-3- (3 1 -:7rc-;i/:r5^;i/pt3;w?^-f;i') 

10 ^>}^-;]y-4 — r;v) 




TLC : Rf 0.38 (n-^:^ri^> : Wm^^?^y= 1:1) ; 
NMR (300 MHz, DMSO-dg) : 6 12.24 (brs, IH), 8.56 (brd, J = 8.7 Hz, IH), 8.01 
(s, IH), 7.50-7.20 (m, IIH), 7.09 (t, J = 7.5 Hz, IH), 6.92 (d, J = 7.5 Hz, IH), 5.47 (s, 
15 2H), 5.20-5.05 (m, IH), 4.24 (d, J = 15.3 Hz, IH), 4.01 (d, J = 15.3 Hz, IH), 1.90- 
1.45 (m, 3H), 0.95 (t, J = 6.0 Hz, 6H)o 
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mmm e (229) 

3- ( 1 3 - (3-p<5^;i/- 1 -7x.-;i/:7^5^;i/:i/;w?^-f;i/) 



TL C : Rf 0.33 (n— \^-y-> : i^^ic5^;i.= 1 : 1) ; 
N MR (300 MHz, DMSO-dJ : 6 11.84 (brs, IH), 8.48 (brd, J = 8.4 Hz, IH), 7.87 
(s, IH), 7.50-7.20 (m, IIH), 7.04 (t, J = 7.2 Hz, IH), 6.89 (d, J = 7.2 Hz, IH), 5.45 (s, 
2H), 5.20-5.05 (m, IH), 3.40-3.10 (m, 2H), 2.38 (dt, J = 2.4, 7.8 Hz, 2H), 1.90-1.45 
10 (m, 3H), 0.95 (t, J = 6.3 Hz, 6H) o 

mmm 6 (230) 

3- (2- ( (3-^^;]/- -4-^ 



5 
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COOH 




T L C : R f 0.27 {ti-^^V-> : mM:^^J)^= 1:1); 
NMR (300 MHz, DMSO-d^) : 6 8.82 (d, J = 8.7 Hz, IH), 7.41-7.16 (m, 8H), 5.07 
(m, IH), 4.40 (s, 2H), 3.30 (s, 3H), 2.92-2.75 (m, 2H), 2.55-2.40 (m, 2H), 1.85-1.40 
(m, 3H), 0.98-0.89 (m, 6H)o 

mmme (2 3 p 
i--cj]y) mm 




T L C : R f 0.40 (mM^^^Jl) ; 

NMR (300 MHz, DMSO-dg) : 6 12.26 (s, IH), 8.73 (d, J = 7.8 Hz, IH), 7.36-7.28 
(m, 4H), 7.22-7.16 (m, IH), 7.06 (d, J = 7.2 Hz, IH), 6.93 (d, J = 7.2 Hz, IH), 6.57 (t, 
J = 7.5 Hz, IH), 5.04-4.96 (m, IH), 4.11 (d, J = 18.3 Hz, IH), 3.85 (d, J = 18.3 Hz, 
IH), 3.47 (t, J = 8.4 Hz, 2H), 2.96-2.90 (m, 2H), 1.80-1.34 (m, 3H), 0.92-0.88 (m, 
6H)o 
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mmm e (232) 

3- (7- (3 1 -7 3^r:;^7*5^;^pf7;w^'^'f;^) -r>HU>- 
1— f;i/) rn7i>m 



T L C : R f 0.70 (mM^^J^y) ; 

N MR (300 MHz, DMSO-dg) : S 12.09 (brs, IH), 8.73 (d, J = 9.0 Hz, IH), 
7.38-7.18 (m, 5H), 7.05 (d, J = 7.5 Hz, IH), 6.90 (d, J = 7.5 Hz, IH), 6.57 (t, J = 7.5 
Hz, IH), 5.04-4.95 (m, IH), 3.41-3.35 (m, 2H), 3.23 (t, J = 7.5 Hz, 2H), 2.90-2.84 (m, 
2H), 2.30-2.24 (m, 2H), 1.80-1.41 (m, 3H), 0.90 (d, J = 6.3 Hz, 6H) o 

mmme (233) 

3- (2- ( (3 1 -7 3i-;i/7'5^;i/) :fyjw^^-(jl) -4--> 





COOH 
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TLC : Rf 0.42 (^^PDJ^:;i/A : ;i/=9 : 1) ; 

NMR (300 MHz, CDCI3) : 7.65-7.58 (m, 2H), 7.41-7.25 (m, 6H), 6.50 (d, J = 
8.1 Hz, IH), 5.22 (m, IH), 3.09-2,97 (m, 2H), 2.77-2.65 (m, 2H), 1.87-1.52 (m, 3H), 
0.99 (d, J = 6.6 Hz, 6H)o 

6 (2 34) 




10 TLC : Rf 0.47 (^DD:!j^;i/A : pi^y— ;V=9 : 1) ; 

NMR (300 MHz, DMSO-d,) : 6 8.81 (s, IH), 8.39-8.31 (m, 2H), 7.75 (dd, J = 8.9, 
1.5 Hz, IH), 7.59 (d, J = 8.9 Hz, IH), 7.43-7.16 (m, lOH), 5.51 (s, 2H), 5.13 (m, IH), 
1.79 (m, IH), 1.69-1.48 (m, 2H), 0.93 (d, J = 6.6 Hz, 6H) . 

15 mmm e (235) 

3- (8- (3-pi5=-;i/- l-:7:c-;i/:r^;i/p?7;wN'^-i';i/) -1, 2, 3, 
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COOH 



TLC : Rf 0.56 m^h^^U> : ^^y— ;i/= 10:1) ; 
NMR (300 MHz, DMSO-dJ : 6 8.75 (d, J = 8.1 Hz, IH), 7.40-7.27 (m, 4H), 7.23 
(m, IH), 7.03-6.94 (m, 2H), 6,69 (t, J = 7.5 Hz, IH), 4.98 (m, IH), 3.22-3.02 (m, 4H), 
5 2.67 (t, J = 6.0 Hz, 2H), 2.40-2.17 (m, 2H), 1.84-1.67 (m, 3H), 1.62-1.42 (m, 2H), 
0.91 (d, J = 6.3 Hz, 3H), 0.90 (d, J = 6,3 Hz, 3H)o 

mmme (2 3 6) 

3- (2- ( (3 1 -:7 3in;i/:r^;i/) -4-^ 

^COOH 




T L C : R f 0.55 (Ma:5^;i/) o 



mmm 6 (2 3 7) 
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3- (2- ( (3-p<^;i/- 1 -7ai-;i/:7""^;i/) ijjw^^^j]/) - 4- (N 

^COOH 



T L C : R f 0.55 imm=^^^]y) o 

mmme (23 s) 

3- (2- ( l-ya^-ji^y^;]/) -4-p< 

^COOH 



T L C : R f 0.65 „ 

^]^M6 (2 3 9) 

3- (2- ( (3-^5^;i/-l- (3 -p<5^;i/7ni-;i/) ^;wn'^ 
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COOH 



NC 




TL C : Rf 0.47 (^UUt^kjia : ^^y— ;i/= 9:1) ; 
NMR (300 MHz, CDCI3) : S 7.43-7.06 (m, IIH), 6.40 (d, J = 8.7 Hz, IH), 5.21 
(dt, J = 8.7, 8.7 Hz, IH), 5.04 (s, 2H), 3.03 (m, 2H), 2.74 (t, J = 7.5 Hz, 2H), 2.35 (s, 
3H), 1.85-1.58 (m, 3H), 0.99 (d, J = 6.3 Hz, 6H)o 



mmm e (240) 

3- (2- ( (3 -^5=-;!/- 1 - (3-p< h:ap^>:7ic-;i/) y-^jv) tijw^ 

.COOH 



NC 




TL C : Rf 0.43 (^nDslN;i/A : ;i/= 9:1) ; 

NMR (300 MHz, CDCI3) : 6 7.42-7.15 (m, 8H), 6.95 (d, J = 7.8 Hz, IH), 6.91 (m, 
IH), 6.81 (dd, J = 8.4, 2.7 Hz, IH), 6.45 (d, J = 8.1 Hz, IH), 5.22 (dt, J = 8.1, 8.1 Hz, 
IH), 5.03 (s, 2H), 3.81 (s, 3H), 3.02 (t, J = 7.2 Hz, 2H), 2.74 (t, J = 7.2 Hz, 2H), 
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1.83-1.58 (m, 3H), 0.98 (d, J = 6.3 Hz, 6H)o 
6 (241) 

3- (2- ( (3-^^)]/- i-y:!^—?^^^;]^) >b;wt^-r;i/) -4-^ 

5 ^'ain;!/) rD/^>^ 




T L C : R f 0.50 in-^^V-> : i^^a:^5^;i/= 1:1); 
NMR (300 MHz, DMSO-dJ : S 11.94 (s, IH), 8.56 (d, J = 8.7 Hz, IH), 7.35-7.18 
(m, 15H), 6.96 (d, J = 8.4 Hz, IH), 6.62 (dd, J = 8.4, 2.7 Hz, IH), 6.56 (d, J = 2.7 Hz, 
10 IH), 4.98-4.90 (m, IH), 4.72 (s, 4H), 2.72-2.58 (m, 2H), 2.34 (t, J = 7.8 Hz, 2H), 
1.73-1.50 (m, 2H), 1.40-1.31 (m, IH), 0.86-0.83 (m, 6H)o 

6 (2 4 2) 

3- (2- ( (3-;^^)]/- i3)Vn^4JV) -A-y 

15 3u-)]/:x,)\/7!sK-)]/isr^iyy:!:-—)\y) yu^-^ym 
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COOH 




TLC : Rf 0.31 (n-^^-y-> :Wm:^^J]y= 1:1) ; 
NMR (300 MHz, CDCI3) : 6 7.84-7.81 (m, 2H), 7.65 (m, IH), 7.55-7.49 (m, 2H), 
7.39-7.26 (m, 5H), 7.18 (d, J = 8.4 Hz, IH), 6.97 (dd, J = 8.4, 2.4 Hz, IH), 6.90 (d, J 
5 = 2.4 Hz, IH), 6.39 (d, J = 8.1 Hz, IH), 5.16 (m, IH), 2.98-2.93 (m, 2H), 2.68-2.62 
(m, 2H), 1.81-1.63 (m, 2H), 1.55 (m, IH), 0.98 (d, J = 6.6 Hz, 3H), 0.96 (d, J = 6.6 
Hz,3H)o 



me (2 4 3) 

10 3- (2- ( (3 1 -7rc-;i/:;^5^;i/) i^jjw^^^jv) 

.COOH 



4— r 




TLC : Rf 0.28 (n-^:^i^> : |^^jz^;v= 1 : 1) ; 

NMR (300 MHz, CDCI3) : 6 7.36-7.35 (m, 4H), 7.31-7.23 (m, 4H), 6.61 (brd, J 
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= 8.4Hz, IH), 5.21 (m, IH), 3.48 (quint, J = 6.9 Hz, IH), 3.01-2.95 (m, 2H), 2.71- 
2.66 (m, 2H), 1.85-1.66 (m, 2H), 1.58 (m, IH), 1.55 (d, J = 6.9 Hz, 6H), 0.9 9 (d, J = 
6.6 Hz, 3H), 0.97 (d, J = 6.6 Hz, 3H)o 

5 ^^J6 (2 4 4) 

3- (l-^>^:^;i/-3- (3-^g=-;i/- 1- (3, 5 -5^p<^;i/7^r:;i/) 

COOH / 



T L C : R f 0.34 (^7 D Dt^cAA ': —J]/= 9:1); 

10 NMR (300 MHz, CDCI3) : 6 7 A3 (s, IH), 7.36-7.02 (m, 8H), 6.95 (s, 2H), 6.92 
(s, IH), 6.25 (d, J = 8.4 Hz, IH), 5.31 (s, 2H), 5.17 (dt, J = 8.4, 8.4 Hz, IH), 3.33 (m, 
2H), 2.77 (t, J = 8.1 Hz, 2H), 2.31 (s, 6H), 1.80-130 (m, 3H), 0.99 (d, J = 6.3 Hz, 
3H), 0.98 (d, J = 6.3 Hz, 3H)o 

15 mmme (245) 

3 - (1- (3—>Ty^^>i^;V) -3- (3-p«5^;i/- 1- (3, 
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T L C : R f 0.34 D D5fc;i/A : ^ y — ;i/= 9:1) ; 
NMR (300 MHz, CDCI3) : 6 7.60 (d, J = 8.1 Hz, IH), 7.48-6.90 (m, lOH), 6.28 
(d, J = 8.4 Hz, IH), 5.35 (s, 2H), 5.19 (dt, J = 8.4, 8.4 Hz, IH), 3.32 (m, 2H), 2.78 (t, 
5 J = 8.1 Hz, 2H), 2.32 (s, 6H), 1.93-1.60 (m, 3H), 1.00 (d, J = 6.3 Hz, 3H), 0.99 (d, J = 
6.3 Hz, 3H)o 

g^^J6 (2 4 6) 

2- (8- (3-^5^;i/-l- (3, 5-t^y<^;\yy3:.—)]/) :^^;i/:*/;w^ 
10 ^-r;v) -1, 2, 3, 4-7^ h^t FD^y >; >- 1 — ^;i/) 




TLC : Rf 0.33 imt^^^^ J—)V= 10:1) ; 

NMR (300 MHz, DMSO-d^) : 6 8.94 (m, IH), 7.14 (m, IH), 7.01 (m, IH), 6.97 

(s, 2H), 6.84 (s, IH), 6.72 (m, IH), 4.92 (m, IH), 3.67 (d, J = 17.4 Hz, IH), 3.57 (d, J 
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= 17.4 Hz, IH), 3.30-3.04 (m, 2H), 2.76-2.66 (m, 2H), 2.25 ( s, 6H), 1.96-1.68 (m, 
3H), 1.66-1.34 (m, 2H), 0.91 (d, J = 6.0 Hz, 3H), 0.90 (d, J = 6.0 Hz, 3H)o 

^^J6 (2 4 7) 

5 2- (7- ( (3, 5-i^^^;]y-7a^=^;V) tl 




TLC : Rf 0.60 (n-^^-y-> : #^3i5^;i/=2 : 1) ; 
NMR (300 MHz, DMSO-dg) : <5 12.22 (brs, IH), 8.63 (d, J = 7.8 Hz, IH), 
10 7.07-6.82 (m, 5H), 6.57 (t, J = 7.5 Hz, IH), 4.97-4.89 (m, IH), 4.12 (d, J = 18.3 Hz, 
IH), 3.81 (d, J = 18.3 Hz, IH), 3.47 (t, J = 8.7 Hz, 2H), 2.96-2.90 (m, 2H), 2.24 (s, 
6H), 1.78-1.68 (m, IH), 1.62-1.54 (m, IH), 1.40-1.30 (m, IH), 0.91-0.87 (m, 6H) o 

mmm s (2 4 8) 

15 3- (2- ( (3-p«5^;i/- l-:7 3^ri;i/:7'^;i/) -4-^ 
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COOH 



TLC : Rf 0.55 (mh?^^ly> : A^y-;]^=9 : 1) ; 
NMR (300 MHz, CDCI3) : 6 7.40-7.20 (m, lOH), 7.03 (d, J = 8.1 Hz, IH), 6.62 
(dd, J = 8.1, 2.4 Hz, IH), 6.54 (d, J = 2.4 Hz, IH), 6.22 (d, J = 8.7 Hz, IH), 5.18 (q, J 
5 =8.4Hz,lH),4.30(s,2H),2.86(t,J = 7.2 Hz, 2H), 2.66 (t, J = 7.2 Hz, 2H), 1.80- 
1.50 (m, 3H), 0.96 (d, J = 6.3 Hz, 6H)o 

mmm 6 (249) 

3- (2- ( (3-p<^;i/-l- (3, h^->^:r,-J]y) 



TLC : Rf 0.45 (:^Ybp<^V> : pii$'y-;i/=9 : 1) ; 

NMR (300 MHz, CDCI3) : ^ 7.44-7.34 (m, 3H), 7.32-7.24 (m, 2H), 7.20-7.14 (m. 




COOH 
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2H), 6.94-6.88 (m, 2H), 6.84 (d, J = 8.7 Hz, IH), 6.42 (d, J = 8.4 Hz, IH), 5.20 (q, J 
= 7.2 Hz, IH), 5.02 (s, 2H), 3.88 (s, 3H), 3.86 (s, 3H), 3.01 (t, J = 8.1 Hz, 2H), 2.73 
(t, J = 8.1 Hz, 2H), 1.90-1.50 (m, 3H), 0.99 (d, J = 6.3 Hz, 6H)o 

^J^^iJ 6 (2 5 0) 

3- (3 1 - (3~^9-J]y-l-y3^=-j\yy^jV:fyj]/;s^-(j]y 




T L C : R f 0.44 D D ;i>;i/A : p< ^ y — ;i/= 9:1) ; 
N M R (300 MHz, CDCI3) : ^ 7.47 (d, J = 7.2 Hz, IH), 7.40-7.15 (m, 9H), 7.09 (t, 
J = 7.2 Hz, IH), 7.01 (d, J = 7.2 Hz, IH), 6.90-6.80 (m, 2H), 6.67 (s, IH), 5.17 (brd, 
J = 8.4 Hz, IH), 5.02-4.83 (m, 3H), 4.09 (s, 2H), 3.11 (dd, J = 8.7, 5.7 Hz, 2H), 2.59 
(dd, J = 8.7, 6.9 Hz, 2H), 1.35-1.15 (m, 2H), 1.15-0.97 (m, IH), 0.77 (d, J = 6.6 Hz, 
3H), 0.72 (d, J = 6.6 Hz, 3H)o 



mmm e (251) 

3- (2- ( (3-yi^j]y- 1- (3-^^;]y-4-y)V:tuy:ru~;],) 
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COOH 



F 



NC 



TL C : Rf 0.35 (^Dn:?^c;i/A : ;V= 10:1) ; 

NMR (300 MHz, CDCI3) : 6 7.42-7.35 (m, 3H), 7.31-7.25 (m, 2H), 7.21-7.11 (m, 
4H), 6.96 (dd, J = 8.7, 8.7 Hz, IH), 6.46 (d, J = 8.4 Hz, IH), 5.17 (m, IH), 5.03 (s, 
5 2H), 3.06-2.95 (m, 2H), 2.76-2.64 (m, 2H), 2.26 (d, J = 1.5 Hz, 3H), 1.81-1.53 (m, 
3H), 0.97 (d, J = 6.6 Hz, 6H)o 

mmme (252) 

3- (2- ( (3-^^j]y-l-y:j^=-?]/'^^;]/) :*;W'^^-f;i/) -4-^ 

^COOH 



TL C : Rf 0.52 (^DD4^;i/A : ;i/= 9 : 1) ; 

NMR (300 MHz, CDCI3) :6 7.36-7.34 (m, 4H), 7.30-7.24 (m, 4H), 6.67 (brd, J 

= 8.1 Hz, IH), 5.21 (m, IH), 3.14 (s, 3H), 3.02-2.91 (m, 2H), 2.70-2.64 (m, 2H), 
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1.85-1.67 (m, 2H), 1.58 (m, IH), 0.97 (d, J = 6.0 Hz, 6H)< 



me (2 5 3) 



3- (2- ( (3-^5^;i/-l- (3, h^s^:7az^;i/) y'^jv) 

5 :*7;w^^-r;v) -4- (3 -s^Ty :7a^y^$^p<5^;i/) :7a^-;i/) >^d7^> 




10 



T L C : R f 0.43 D D3f:;i/A : p< ^ y — ;V= 10:1) ; 
NMR (300 MHz, CDCI3) : ^ 7.44-7.14 (m, 7H), 6.52 (s, 2H), 6.48 (d, J = 8.4 Hz, 
IH), 6.37 (s, IH), 5.17 (m, IH), 5.03 (s, 2H), 3.79 (s, 6H), 3.03 (t, J = 7.2 Hz, 2H), 
2.75 (t, J = 7.2 Hz, 2H), 1.83-1.56 (m, 3H), 0.98 (d, J = 6.3 Hz, 6H)o 



6 (2 5 4) 



15 -2-±y^\y>-^)]/ilfilym 



COOH 
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TLC : Rf 0.67 (^xnu^iii^JVA : j^^^—JV= 10:1) ; 
NMR (300 MHz, DMSO-dJ : 6 8.97 (d, J = 8.4 Hz, IH), 8.80 (s, IH), 8.12-7.95 
(m, 3H), 7.73-7.58 (m, 2H), 7.02 (s, 2H), 6.87 (s, IH), 5.12 (m, IH), 2.27 (s, 6H), 
1.84-1.65 (m, 2H), 1.54-1.39 (m, IH), 1.00 (d, J = 6.0 Hz, 3H), 0.93 (d, J = 6.0 Hz, 
5 3H)o 

^#116 (2 5 5) 

7- (3-p<^;i/-l- (3, 5-$^p<5=-;v7ain;i/) >^^;i/*;w^^>r;i/) 

COOH 



10 




T L C : R f 0.55 D D:t^;VA : ^^^J — ;i/ : BM= 9 0:10:1) ; 
NMR (300 MHz, CDCI3) : 6 8.29 (dd, J = 7.7, 1.3 Hz, IH), 7.93 (d, J = 7.8 Hz, 
IH), 7.85 (dd, J = 7.7, 1.3 Hz, IH), 7.74 (s, IH), 7.45 (t, J = 7.7 Hz, IH), 7.07 (s, 2H), 
6.89 (s, IH), 5.28 (m, IH), 2.32 (s, 6H), 2.00-1.66 ( m, 3H), 1.02 (d, J = 8.3 Hz, 3H), 
15 1.00 (d, J = 8.3 Hz, 3H)o 

^^J6 (2 5 6) 

3- (2- ( (3-^^;i/-l- (3, 5-5^^^;i/:7rc— ;v) y^jv) -fy 
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COOH 




TLC : Rf 0.61 (:^'rbp<^lx> : ;V=9 : 1) ; 

NMR (300 MHz, CDCI3) : 6 7.46-7.24 (m, 6H), 7.16-7.08 (m, IH), 6.98-6.80 (m, 
4H), 6.56-6.42 (m, IH), 5.17 (s, 2H), 5.13 (q, J = 7.2 Hz, IH), 3.00-2.85 (m, 2H), 
2.70-2.55 (m, 2H), 2.29 (s, 6H), 1.80-1.50 ( m, 3H), 0.96 (d, J = 5.4 Hz, 6H)o 

^^J6 (2 5 7) 

3- (2- ( i3-^9-Jl- 1- (3, 5—y^^JVy:^-JV) y^-Jly) ti 

^COOH 




TLC : Rf 0.57 (;^fb^5^1/> : ^^y~;i/=9 : 1) ; 
NMR (300 MHz, CDQa) : 6 7.38-7.24 (m, 5H), 7.03 (d, J = 8.4 Hz, IH), 6.91 (s, 
3H), 6.62 (dd, J = 8.4, 2.4 Hz, IH), 6.55 (d, J = 2.4 Hz, IH), 6.15 (d, J = 8.4 Hz, IH), 
5.11 (q, J = 8.4 Hz, IH), 4.30 (s, 2H), 2.88 (t, J = 7.5 Hz, 2H), 2.67 (t, J = 7.5 Hz, 
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2H), 2.30 (s, 6H), 1.80-1.50 (m, 3H), 0.96 (d, J = 6.3 Hz, 6H)o 

mmme (2 5 8) 

3- (2- ( (3-^5^;i/-l- (3, -y^yV) * 

^COOH 



TLC : Rf 0.47 (Mbp<5^V> : ;V= 9 : 1) ; 

NMR (300 MHz, CDCI3) ; 6 7A0-7.25 (m, 4H), 7.16 (d, J = 8.4 Hz, IH), 6.98 (s, 
2H), 6.92 (s, IH), 6.67 (dd, J = 8.4, 2.4 Hz, IH), 6.60 (d, J = 2.4 Hz, IH), 6.40 (d, J = 
10 8.4 Hz, IH), 5.19 (q, J = 8.4 Hz, IH), 4.62 (s, 4H), 2.92 (t, J = 7.2 Hz, 2H), 2.72 (t, 
J = 7.2 Hz, 2H), 2.32 (s, 6H), 1.85-1.55 (m, 3H), 1.00 (d, J = 6.3 Hz, 6H)o 

mmme (2 59) 

3- (2- ( (3-^g^;i/-l- (3, 5-i^;^^JVy:^^;v) -zT^M ti 
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COOH 




TLC : Rf 0.47 (mh^^l^^ : ^^y— ;V=9 : 1) ; 
NMR (300 MHz, CDCI3) : 6 7.52 (s, IH), 7.42-7.32 (m, 3H), 7.28-7.10 (m, 4H), 
6.94 (s, 2H), 6.88 (s, IH), 6.48 (d, J = 8.7 Hz, IH), 5.13 (q, J = 8.7 Hz, IH), 3.00- 
5 2.90 (m, 2H), 2.70-2.60 (m, 2H), 2.28 (s, 6H), 1.80-1.50 (m, 3H), 0.95 (d, J = 6.3 Hz, 
6H)o 

mmme (2 e o) 

2- (7- (3-p<5^;i/- 1- (3, 5-i>?i^JVy:j^=.JV) y^jiyfyjw^ 

10 ^^;)y) ^>Vy^>-2 — f;i/) mm. 

/ — COOH 




TLC : Rf 0.48 (i^DDJ^;i/A : ^^5^^— ;i/=9 : 1 ) ; 
NMR (300 MHz, CDCI3) : 6 8.03 (dd, J = 7.7, 1.3 Hz, IH), 7.69 (d, J = 7.8 Hz, 
IH), 7.64 (dd, J = 7.7, 1.3 Hz, IH), 7.31 (t, J = 7.7 Hz, IH), 6.99 (s, 2H), 6.86 (s, IH), 
15 6.75 (s, IH), 5.23 (m, IH), 3.93 (s, 2H), 2.29 (s, 6H), 1.91-1.59 (m, 3H), 0.97 (d, J = 
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6.2 Hz, 3H), 0.95 (d, J = 6.2 Hz, 3H)o 

mmm6 (2 6 p 

3- (2- ( (3-^5=-;i/- 1- (3, 5-S^:7;i/;rn7ai:::;i/) 

m 



COOH 




TLC : Rf 0.51 : ^^y— ;i/=9 : 1) ; 

N MR (300 MHz, CDCI3) : 6 7.45-7.15 (m, 8H), 6.90 (t, J = 8.4 Hz, 2H), 6.65 (d, 
J = 8.4 Hz, IH), 5.72 (q, J = 8.4 Hz, IH), 5.05 (s, 2H), 3.04 (t, J = 7.2 Hz^ 2H), 2.72 
(t, J = 7.2 Hz, 2H), 1.95-1.80 (m, IH), 1.80-1.65 (m, IH), 1.65-1.50 (m, IH), 1.00 
(d, J = 6.0 Hz, 3H), 0.98 (d, J = 6.0 Hz, 3H)o 

mmme (2 6 2) 

3- (2- ( (3-^5^;i/-l- (3, 5-i^?i.^JVya^-Jl) 7'^;i/) tl 
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COOH 




TLC : Rf 0.46 (J^'fb;><5^y> : ^^y— ;i'=9 : 1) ; 
NMR (300 MHz, CDCI3) : 6 8.10-8.00 (m, IH), 7.85 (d, J = 8.0 Hz, 2H), 7.71 (s, 
IH), 7.60-7.42 (m, 4H), 7.24-7.18 (m, IH), 6.96 (s, 2H), 6.89 (s, IH), 6.70-6.62 (m, 
5 IH), 5.14 (q, J = 7.5 Hz, IH), 3.05-2.95 (m, 2H), 2.75-2.65 (m, 2H), 2.30 (s, 6H), 
1.85-1.55 (m, 3H), 0.97 (d, J = 6.6 Hz, 6H)o 



mmm6 (2 6 3) 

3- (2- ( (3-p<5=-;i'- 1- (3, 5-s^^^;i/:7jcn;i/) :/5^;i/) 
10 ;w^^-i';v) -4- (N-^>s^;i/-N-p?5^;i/T^>') yju:=.)v) yu/-^ 




TLC : Rf 0.57 (^gYbpi^^VV : pi^J'y— ;V= 9 : 1) ; 

NMR (300 MHz, CDCI3) : <^ 7.36-7.16 (m, 5H), 7.06 (d, J = 8.7 Hz, IH), 6.89 (s. 
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3H), 6.72 (dd, J = 8.7, 3.0 Hz, IH), 6.64 (d, J = 3.0 Hz, IH), 6.12 (d, J = 8.4 Hz, IH), 
5.10 (q, J = 8.4 Hz, IH), 4.50 (s, 2H), 3.04 (s, 3H), 2.88 (t, J = 7.5 Hz, 2H), 2.67 (t, J 
= 7.5 Hz, 2H), 2.29 (s, 6H), 1.80-1.45 (m, 3H), 0.96 (d, J = 6.6 Hz, 3H), 0.95 (d, J = 
6.6 Hz, 3H)o 

5 

mmm 6 (2 6 4) 

2- (2- ( (3-^^;i/-l- (3, 5-i^^^;v7:^-j\y) ti 
;w^^-r;v) -4-:7rcydps:/p<5=-;i/7iydE^S/) 

^COOH 




10 TLC : Rf 0.38 (^^DD5}x;VA : ;V=9 : 1) ; 

NMR (300 MHz, CDCI3) : d 8.01 (s, 2H), 7.51 (dd, J = 7.6, 2.3 Hz, IH), 7.32- 
7.22 (m, 2H), 7.13-6.84 (m, 7H), 5.22 (m, IH), 5.00 (s, 2H), 4.78 (s, 2H), 2.28 (s, 
6H), 1.94-1.54 (m, 3H), 0.95 (d, J = 6.0 Hz, 6H)o 

15 mmm s (2 6 5) 

2- (2- ( (3 1 - (3, 5-$^p<5^;i/7 3z-;i/) y"^;],) :^ 



390 



wo 03/016254 



PCT/JP02/08120 




TL C : Rf 0.38 i^uU-^JlA : ^^y— ;]/= 9:1) ; 
N M R (300 MHz, CDCI3) : 6 8.29 (d, J = 7.5 Hz, IH), 8.10 (d, J = 1.2 Hz, IH), 
7.48 (dd, J = 7.6, 2.3 Hz, IH), 7.35 (t, J = 8.4 Hz, IH), 7.24 (m, IH), 7.18-7.10 (m, 
5 2H), 7.01 (s, 2H), 6.93 (d, J = 8.4 Hz, IH), 6.85 (s, IH), 5.22 (m, IH), 5.00 (s, 2H), 
4.79 (s, 2H), 2.27 (s, 6H), 1.97-1.57 (m, 3H), 0.95 (d, J = 6.3 Hz, 6H)o 

mmm e (2 6 6) 

3- (2- ( (3-p<5=-;i/- 1- (3, 5-$;'^5^;i/7 3i^;i/) y^jv) ti 
10 ;wt^-r;v) -4-7a^^;i/5f7;wt^-r;i/7i:n;i/) -run-yw. 

^COOH 




T L C : R f 0.41 (Mbp<5^1/ > : ^ ^ ^ —)V= 9:1) ; 

N M R (300 MHz, CD3OD) : 6 8.92 (d, J = 8.7 Hz, IH), 7.92 (dd, J = 8.1, 2.1 Hz, 

IH), 7.85 (d, J = 2.1 Hz, IH), 7.66 (d, J = 8.4 Hz, 2H), 7.46 (d, J = 8.1 Hz, IH), 7.35 

391 



wo 03/016254 



PCT/JP02/08120 



(t, J = 8.4 Hz, 2H), 7.14 (t, J = 8.4 Hz, IH), 7.00 (s, 2H), 6.89 (s, IH), 5.15-5.05 (m, 
IH), 3.01 (t, J = 7.2 Hz, 2H), 2.55 (t, J = 7.2 Hz, 2H), 2.30 (s, 6H), 1.90-1.50 (m, 3H), 
1.01 (d, J = 6.3 Hz, 3H), 0.99 (d, J = 6.3 Hz, 3H)o . 

5 mmme (2 e 7) 

3- (2- ( (3-^9=-;!/- 1- (3, 5 -i^p<5^;i/7rc-;i/) y^jv) ^ 
;WN'^-r;i/) -4- (N-T-fe5=-;i/-N-^>5^;i/T^ yar-nji) rrn 




10 TLC : Rf 0.44 (Mb^5^1/> : ;i'=9 : 1) ; 

NMR (300 MHz, CDCI3) : d 7.30-7.10 (m, 6H), 7.10-7.00 (m, IH), 7.00-6.85 (m, 
3H), 6.68 (s, IH), 5.86 (d, J = 8.1 Hz, IH), 5.06 (q, J = 8.1 Hz, IH), 4.83 (s, 2H), 
3.05-2.95 (m, 2H), 2.70-2.60 (m, 2H), 2.31 (s, 6H), 1.85 (s, 3H), 1.70-1.40 (m, 3H), 
0.96 (d, J = 6.3 Hz, 3H), 0.95 (d, J = 6.3 Hz, 3H)o 

15 

mmm e (2 6 8) 

3- (2- ( (3-p<^;v-l- (3, 5-i^^5^;i/:7 3i-;i/) y'^jv) ti 
;WN'^'i';v) -4- ( (N-y3^—;]yT^J) y) ya:^—;^) 
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TLC : Rf 0.44 (:^>fb^5=-l/> : ^^y— 9 : 1) ; 
NMR (300 MHz, CD3OD) : d 7.46-7.34 (m, 4H), 132-1.'2Q (m, 3H), 7.05-6.98 (m, 
3H), 6.88 (s, IH), 5.08 (dd, J = 9.6, 6.0 Hz, IH), 2.90 (t, J = 7.5 Hz, 2H), 2.50 (t, J = 
5 7.5 Hz, 2H), 2.30 (s, 6H), 1.85-1.50 ( m, 3H), 1.00 (d, J = 6.0 Hz, 3H), 0.98 (d, J = 
6.0 Hz, 3H)o 

ll»J 6 (2 6 9) 

3- (2- ( (3-^5^;i/-l- (3, 5-s^p<5^;i/:7rcn;i/) 

XOOH 




TLC : Rf 0.48 (m.<h?^^U> : p<i$^y— ;i/=9 : 1 ) ; 

NMR (300 MHz, CDCI3) : ^ 7.71 (d, J = 7.5 Hz, 2H), 7.52 (t, J = 7.5 Hz, IH), 

7.40 (t, J = 7.5 Hz, 2H), 7.20-7.12 (m, IH), 7.10-7.00 (m, 2H), 6.96-6.88 (m, 4H), 
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6.42 (d, J = 8.7 Hz, IH), 5.09 (q, J = 8.7 Hz, IH), 2.95-2.85 (m, 2H), 2.65-2.55 (m, 
2H), 2.30 (s, 6H), 1.80-1.50 (m, 3H), 0.96 (d, J = 6.3 Hz, 6H)o 

mmme (270) 

5 3- (2- ( (3-^5^;i/-l- (3, 5 -5^^5^;i/:7 3zri;v) y^^^v) 
)]/) 



TLC : Rf 0.56 (m<b^5=-l/> : ;i/=9 : 1) ; 

10 N M R (300 MHz, CDCI3) : 6 7.30-7.16 (m, 7H), 7.12 (d, J = 3.0 Hz, IH), 6.91 (s, 
3H), 6.18 (d, J = 8.7 Hz, IH), 5.09 (q, J = 8.7 Hz, IH), 4.80 (s, 2H), 3.00-2.90 (m, 
5H), 2.66 (t, J = 7.5 Hz, 2H), 2.31 (s, 6H), 1.80-1.50 (m, 3H), 0.97 (d, J = 6.3 Hz, 
3H), 0.96 (d, J = 6.3 Hz, 3H)o 

15 mmm 6 (271) 

3- (3- ( (3-^5^;i/-l- (3, :i^=-}V) tl 

;w<c^'i';v) - 5- (3-^Tyy:^^^->^^J\y) 7:11— ;i/) yu^-^iym 




COOH 
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COOH 




TL C : Rf 0.51 (^Dn>}^;i/A : p<^$?y — ;i/= 10:1) ; 
N M R (300 MHz, DMSO-d«) : 6 8.65 (d, J = 8.4 Hz, IH), 7.76 (s, IH), 7.71 (s, 
IH), 7.54-7.33 (m, 5H), 6.97 (s, 2H), 6.83 (s, IH), 5.17 (s, 2H), 5.02 (m, IH), 2.89 (t, 
5 J = 7.5 Hz, 2H), 2.58 (t, J = 7.5 Hz, 2H), 2.24 (s, 6H), 1.81 (m, IH), 1.66-1.43 (m, 
2H), 0.91 (d, J = 6.0 Hz, 3H), 0.89 (d, J = 6.0 Hz, 3H)o 

^^J6 (2 7 2) 

3- (3- ( (3-^5^;i/-l- (3, 5 -S<?^5^;t/:7a^n;i/) -fy 
10 ;Wt^-r;^) - 5- (3-5^^^ ^'aiy^^p^ptg^;^) ya^-)]y) Tn^>^ 

COOH 




TLC : Rf 0.50 (i^nD^;i/A : ^^y— ;i/= 10:1) ; 
NMR (300 MHz, DMSO-ds) : 6 8.76 (d, J = 8.4 Hz, IH), 8.17 (s, IH), 7.95 (s, 
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IH), 7.91 (s, IH), 7.64 (d, J = 15.9 Hz, IH), 7.60-7.34 (m, 4H), 6.97 (s, 2H), 6.84 (s, 
IH), 6.84 (d, J = 15.9 Hz, IH), 5.23 (s, 2H), 5.04 (m, IH), 2.24 (s, 6H), 1.82 (m, IH), 
1.68-1.45 (m, 2H), 0.92 (d, J = 6.0 Hz, 3H), 0.90 (d, J = 6.0 Hz, 3H)o 

5 mmm g (273) 

4- (3- ( (3- 
;w?^-r;i/) -5 - 




TLC : Rf 0.49 (iJ7nD4^;i/A : ^^J^y— ;i/= l O : 1) ; 
10 N M R (300 MHz, DMSO-de) : 6 8.67 (d, J = 8.4 Hz, IH), 7.76 (s, IH), 7.67 (s, 
IH), 7.55-7.33 (m, 5H), 6.97 (s, 2H), 6.83 (s, IH), 5.18 (s, 2H), 5.03 (m, IH), 2.65 (t, 
J = 7.8 Hz, 2H), 2.28-2.19 (m, 2H), 2.24 (s, 6H), 1.89-1.74 (m, 3H), 1.66-1.43 (m, 
2H), 0.91 (d, J = 6.0 Hz, 3H), 0.89 (d, J = 6.0 Hz, 3H)o 

15 mmme (2 74) 

3- (2- (1- (3, 5->:^^5=-;i/7:cr:;i/) >^5=-;i/5b;W\'^-f ;i/) -4 
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TLC:Rf 0.64 m<hj<^U> : ^ ^ ^ —JV= 9 : 1) ; 
NMR (300 MHz, CDCI3) : 6 7.44-7.24 (m, 5H), 7.22-7.14 (m, 2H), 6.94 (s, 2H), 
6.91 (s, IH), 6.39 (d, J = 8.4 Hz, IH), 5.07 (q, J = 8.4 Hz, IH), 5.03 (s, 2H), 3.04 (t, J 
5 = 7.2 Hz, 2H), 2.73 (t, J = 7.2 Hz, 2H), 2.30 (s, 6H), 2.00-1.75 (m, 2H), 1.50-1.25 
(m, 2H), 0.95 (t, J = 7.5 Hz, 3H)o 

mmm6 (215) 

3- (2- ( (3-;^9-)]y-l- (3, 5 x^-;!/) y^^;],) itj 
10 jW^^4J]y) -4- 1— r;i/^5^;i/:^;i/7h*n;i/) :73^2=.;\y) 




TL C : Rf 0.43 (^^DD5^^;l/A : ^^y~;i/= 10:1) ; 

NMR (300 MHz, DMSO-d,) : 6 8.88 (d, J = 8.7 Hz, IH), 8.02 (dd, J = 7.8, 2.1 Hz, 
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IH), 7.83 (d, J = 2.1 Hz, IH), 7.72 (d, J = 2.1 Hz, IH), 7.49 (d, J = 7.8 Hz, IH), 7.47 
(d, J = 2.1 Hz, IH), 6.96 (s, 2H), 6.85 (s, IH), 6.30 (t, J = 2.1 Hz, IH), 5.82 (s, 2H), 
4.98 (m, IH), 2.93 (t, J = 7.8 Hz, 2H), 2.46 (t, J = 7.8 Hz, 2H), 2.25 (s, 6H), 1.80- 
1.55 (m, 2H), 1.44 (m, IH), 0.93 (d, J = 6.6 Hz, 3H), 0.91 (d, J = 6.6 Hz, 3H) o 



mmm 6 (2 7 6) 

3 - (2 - ( (1- (3, 5-e^^5^;i/:7:c-;i/) rntf;!/) ^;wt^-r;i/) 
-4- (3-e^Ty 7 3:y:3ps^p<5^;p) 7 3i-;i/) rn7i>M 

^COOH 



10 TLC : Rf 0.49 (^DD3fc;i/A : ;V= 1 0 : 1) ; 

NMR (300 MHz, DMSO-d^) : <5 8.74 (d, J = 8.4 Hz, IH), 7.56-7.28 (m, 7H), 6.95 
(s, 2H), 6.84 (s, IH), 5.16 (s, 2H), 4.77 (m, IH), 2.85 (t, J = 7.8 Hz, 2H), 2.46 (t, J = 
7.8 Hz, 2H), 2.24 (s, 6H), 1.80-1.63 (m, 2H), 0.89 (t, J = 7.2 Hz, 3H)o 

15 mmm e (277) 

3- (2- ( i3-^9-Jl- 1- (3, 5-S^^5^;V7 3in;i/) y^j]/) ti 
;wt^-r;i/) -4- (2-7in;i/if-;iy) -7 :^-)],) rD/l>^ 
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COOH 



The :Rf 0.51 m^h^^Uy : ?^^^—JV=9 : 1) ; 
NMR (300 MHz, CDCl^) : 6 7.54-7,42 (m, 4H), 7.40-7.32 (m, 2H), 7.32-7.22 (m, 
2H), 7.09 (d, J = 16.5 Hz, IH), 7.03 (d, J = 16.5 Hz, IH), 6.98 (s, 2H), 6.92 (s, IH), 
6.35 (d, J = 8.7 Hz, IH), 5.19 (q, J = 8. 7 Hz, IH), 3.01 (t, J = 7.5 Hz, 2H), 2.72 (t, J 
= 7.5 Hz, 2H), 2.32 (s, 6H), 1.85-1.60 (m, 3H), 0.99 (d, J = 6.3 Hz, 6H)o 

mmm e (2 7 8) 

3- (2- ( (3-p<5^;V-l- (3, 5-S^p<5^;i/7ai-;i/) y'^jv) ti 
;WN"^-r;i/) -4- (2- (if^^/— l -^;i/) :7ai-;v) r 



T L C : R f 0.50 (^ n D5}^;l/A : p« ^ ^ — 10:1) ; 

NMR (300 MHz, CDCI3) : 6 7.50 (s, IH), 7.17-6.88 (m, 6H), 6.75 (s, IH), 6.23 




COOH 



399 



wo 03/016254 



PCT/JP02/08120 



(d, J = 8.7 Hz, IH), 6.12 (t, J = 2.1 Hz, IH), 5.12 (m, IH), 4.29 (t, J = 6.9 Hz, 2H), 
3.08 (t, J = 6.9 Hz, 2H), 2.98 (t, J = 7.2 Hz, 2H), 2.70 (t, J = 7.2 Hz, 2H), 2.32 (s, 6H), 
1.84-1.52 (m, 3H), 0.99 (d, J = 6.6 Hz, 6H)o 

mmm e (279) 

3- (2- ( (3-p<^;i/-l- (3, 5-i^^9-J]yya^-J]^) y^Jl) it] 




TLC : Rf 0.53 (^DP7i^;i/A : ;i/= 10:1) ; 

N M R (300 MHz, CDCI3) : 6 7.44 (s, IH), 7.42 (d, J = 8.1 Hz, IH), 7.28 (d, J = 
8.1 Hz, IH), 7.15-6.87 (m, 4H), 6.96 (s, 2H), 6.91 (s, IH), 6.31 (d, J = 8.7 Hz, IH), 
5.16 (m, IH), 5.09 (s, 2H), 3.08-2.97 (m, 2H), 2.72 (t, J = 7.2 Hz, 2H), 2.31 (s, 6H), 
1.85-1.56 (m, 3H), 0.99 (d, J = 6.3 Hz, 6H)o 

mmme (2 so) 

3- (2- ( (3-^5^;i/-l- (3, 5-i^^^J\y-7:i^=.;\y) 7*^;i/) 

;w^^-r;v) -4- (2-^DP:7 3iy:3p^p{5^;v) :7ai-;i/) yu^-^ym 
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COOH 




TLC : Rf 0.53 (^Dn5jN;i/A : ^iJ^y— ;V= 10:1) ; 
NMR (300 MHz, CDCI3) : 6 7.52 (s, IH), 7.46-7.35 (m, 2H), 7.28 (d, J = 8.1 Hz, 
IH), 7.21 (m, IH), 7.00-6.87 (m, 2H), 6.95 (s, 2H), 6.91 (s, IH), 6.29 (d, J = 8.4 Hz, 
5 IH), 5.16 (m, IH), 5.12 (s, 2H), 3.09-2.97 (m, 2H), 2.73 (t, J = 7.2 Hz, 2H), 2.31 (s, 
6H), 1.86-1.58 (m, 3H), 0.99 (d, J = 6.3 Hz, 6H)o 

6 (281) 

3- (2- ( (3-p<^;i/-l- (3, 5-$^p<5^;i/:7:c-;i/) y"^;],) 
10 ;w^^-r;i/) -4- (2, 4:-Vy)]/:tuyaLj^%/p^^)]/) y 




TLC : Rf 0.54 (^nn3f;;PA : ;i/= 10:1) ; 

NMR (300 MHz, CDCI3) : <^ 7.42 (s, IH), 7.41 (d, J = 7.8 Hz, IH), 7.29 (d, J = 
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7.8 Hz, IH), 7.00-6.73 (m, 3H), 6.96 (s, 2H), 6.91 (s, IH), 6.32 (d, J = 8.1 Hz, IH), 
5.16 (m, IH), 5.05 (s, 2H), 3.08-2.98 (m, 2H), 2.73 (t, J = 6.6 Hz, 2H), 2.31 (s, 6H), 
1.84-1.56 (m, 3H), 0.99 (d, J = 6.3 Hz, 6H)o 

^^J6 (2 8 2) 

3- (2- ( (3-p<5^;V-l- (3, y^^jiy) ^ 

J]/) -4- (3 -:7;i/;^D:7 3iydrS/^5^;i/) :7 3in;i/) :rD7i> 

m 




TLC : Rf 0.53 (^7 uun-^JVA : ;i/= 10:1) ; 

NMR (300 MHz, CDCI3) : <^ 7.42-7.18 (m, 5H), 6.95 (s, 2H), 6.91 (s, IH), 

6.76-6.63 (m, 2H), 6.30 (d, J = 8.7 Hz, IH), 5.16 (m, IH), 5.00 (s, 2H), 3.07-2.96 (m, 

2H), 2.73 (t, J = 6.9 Hz, 2H), 2.31 (s, 6H), 1.84-1.54 (m, 3H), 0.98 (d, J = 6.3 Hz, 

6H)o 

^^^J 6 (2 8 3) 

3- (2- ( (3-^^;v-i- (3, 5-s^^5^;i/:7j.-;i/) y'^-jv) ^ 
;wt^-r;i/) -4- (2, 5-i^'7)i:tt2y3^j^^y^^)\y) y^^—ji) y 
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T L C : R f 0.51 i^uU-^^JVA ^ — ;i/= 10:1) ; 
NMR (300 MHz, CDClj) : d 0.99 (d, J = 6.32 Hz, 6H), 1.70 (m, 3H), 2.31 (s, 6H), 
2.72 (t, J = 7.00 Hz, 2H), 3.03 (m, 2H), 5.06 (s, 2H), 5.16 (m, IH), 6.31 (d, J = 8.24 
5 Hz, IH), 6.61 (m, IH), 6.73 (m, IH), 6.90 (s, IH), 6.96 (s, 2H), 7.04 (m, IH), 7.29 (d, 
J = 8.24 Hz, IH), 7.41 (m, 2H)o 

6 (2 8 4) 

3- (2- ( (3-p<5^;i/- 1- (3, 5-i^^5^;i/7ai-;i/) :/^;i/) ij 
10 ;w^^-i';i/) -4- {T.-^ViU-^-yMxi-y j^- 




T L C : R f 0.53 (^ D D3j^;i/A : ^ ^ y — ;v= 10:1) ; 

NMR (300 MHz, CDCI3) : ^ 7.49 (s, IH), 7.42 (d, J = 7.8 Hz, IH), 7.37-7.23 (m, 
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2H), 6.96 (s, 2H), 6.91 (s, IH), 6.74-6.62 (m, 2H), 6.30 (d, J = 8.7 Hz, IH), 5.17 (m, 
IH), 5.08 (s, 2H), 3.08-2.98 (m, 2H), 2.73 (t, J = 7.5 Hz, 2H), 2.31 (s, 6H), 1.85-1.58 
(m, 3H), 0.99 (d, J = 6.3 Hz, 3H), 0.98 (d, J = 6.3 Hz, 3H)o 

5 ^^J6 (2 8 5) 

3- (2- ( (3-^^;V- 1- (3, :i^=-J]y) ti 




TLC : Rf 0.22 (n-^:^1t> : B^^:n5=-;i/= 1 : 1) ; 
10 N M R (300 MHz, CDCI3) : d 7.60-7.50 (m, 3H), 7.39 (m, IH), 7.27 (d, J = 7.8 Hz, 
IH), 7.08-6.96 (m, 4H), 6.90 (brs, IH), 6.53 (brd, J = 8.7 Hz, IH), 5.18 (m, IH), 5.16 
(s, 2H), 3.07-3.02 (m, 2H), 2.76-2.71 (m, 2H), 2.31 (s, 6H), 1.90-1.57 (m, 3H), 0.98 
(d, J = 6.3 Hz, 6H)o 

15 mmme (2 8 6) 

3- (2- ( (3-^5^;i/-l- (3, 5-t?^^J]yy:j^—;]y) y'^jv) i:j 

;w\"^-f;i/) -4- {A-'iyi^y^y :7 3i-;v) yvmym. 
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COOH 




T L C : R f 0.25 in-^^D-> : mm^^JV= 1:1); 
NMR (300 MHz, CDQa) : 6 7.62-7.57 (m, 2H), 7.41-7.38 (m, 2H), 7.29 (m, IH), 
7.02-6.98 (m, 2H), 6.95 (brs, 2H), 6.91 (brs, IH), 6.35 (brd, J = 8.4 Hz, IH), 5.17 (m, 
IH), 5.06 (s, 2H), 3.06-3.01 (m, 2H), 2.76-2.71 (m, 2H), 2.31 (s, 6H), 1.83-1.55 (m, 
3H), 0.98 (d, J = 6.3 Hz, 6H)o 



mmme (2 s 7) 

3- (2- ( (3-p<^;i/-l- (3, :;r^jv) ij 

m 




T L C : R f 0.38 (n — \^1^> : W^=^^)\y= 1:1); 

NMR (300 MHz, CDCI3) : 6 7.41-7.39 (m, 2H), 7.27 (d, J = 7.8 Hz, IH), 6.95 (brs, 
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2H), 6.91-6.82 (m, 5H), 6.28 (brd, J = 8.4 Hz, IH), 5.16 (m, IH), 4.97 (s, 2H), 3.77 
(s, 3H), 3.06-3.00 (m, 2H), 2.74-2.69 (m, 2H), 2.31 (s, 6H), 1.83-1.56 (m, 3H), 0.98 
(d, J = 6.3 Hz, 6H)o 

5 mmm6 (2 8 8) 

3- (2- ( i3-^^JV- 1- (3, 5 -S^p<5^;i/7:n-;i/) y^jl) 

m 




10 TLC : Rf 0.38 (ti-^^1^> : i^^3^5=-;i/= 1 : 1) ; 

NMR (300 MHz, CDCI3) : 6 7.45-7.38 (m, 2H), 7.31-7.11 (m, 2H), 6.95 (s, 2H), 
6.90 (s, IH), 6.59-6.50 (m, 3H), 6.28 (d, J = 8.4 Hz, IH), 5.17 (m, IH), 5.00 (s, 2H), 
3.79 (s, 3H), 3.11-2.92 (m, 2H), 2.72 (t, J = 7.2 Hz, 2H), 2.31 (s, 6H), 1.85-1.52 (m, 
3H), 0.98 (d, J = 6.6 Hz, 6H)o 

15 

mmme (2 8 9) 

3- (2- ( (3-^^)]y-l - (3, 5-S^;>«^;i/:7a:n;i/) y'^JV) 
;wt^-f;i/) -4- (3-^5^;i/7 3iy^^y^5^;v) 7:c-;i.) y°u7'\>m. 
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TLC:Rf 0.38 (n-^^tf-> : S^^a^5^;v= 1 : 1) ; 
NMR (300 MHz, CDCI3) : 6 7.47-7.38 (m, 2H), 7.29-7.11 (m, 2H), 6.95 (s, 2H), 
6.90 (s, IH), 6.85-6.72 (m, 3H), 6.29 (d, J = 9.0 Hz, IH), 5.16 (m, IH), 4.99 (s, 2H), 
5 3.11-2.92 (m, 2H), 2.71 (t, J = 7.5 Hz, 2H), 2.33 (s, 3H), 2.30 (s, 6H), 1.86-1.51 (m, 
3H), 0.98 (d, J = 6.3 Hz, 6H)o 

mmm e (290) 

3- (2- ( (3-^g^;v-i- (3, 5—y^^;\y-7 3^=.)]y) y^j]^) * 




T L C : R f 0.33 (n-^^-y-> : 1 : 1 ) o 
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3- (2- ( (3-^^)]y- 1- (3, 5-5:^p^^;i.7i.-;i/) ^ 
;W'?^-i';i/) -4- (2-?i. h^iyy j^J^^?^^;],) rn>'i> 




TLC:Rf 0.38 (n-^^-t?-> : i^^ji5=-;i/= 1 : 1) ; 
NMR (300 MHz, CDCI3) : ^ 7.47-7.39 (m, 2H), 7.25 (m, IH), 7.01-6.82 (m, 7H), 
6.28 (d, J = 8.7 Hz, IH), 5.17 (m, IH), 5.09 (s, 2H), 3.86 (s, 3H), 3.10-2.92 (m, 2H), 
2.71 (t, J = 7.4 Hz, 2H), 2.30 (s, 6H), 1.86-1.53 (m, 3H), 0.98 (d, J = 5.7 Hz, 6H)o 

^^J6 (2 9 2) 

3- (2- ( (3-^5^;i/-l- (3, 5-S^^9-;iyy:r.~;\y) y^^jv) 
;WN"^-f;i/) -4- (2-7'-te5^;i/7a^ydp^^5^;^) :7ai-;i/) rn/iv 

m 



408 



wo 03/016254 



PCT/JP02/08120 




mmm e (293) 

5 3- (2- ( (3-^5^;i/-r- (3, 5-i^:^^;vy:n-)v) y'^jv) ti 
;W'?^-r;i/) -4- (2-^Dn-4-:7;i':^D:7icydpsxp<5^;i/) 7ain 




TLCrRf 0.31 (n-^^V> :WfM:^'^J]y= 1 : 1) ; 
10 N M R (300 MHz, CDCI3) : 6 7.32 (brs, IH), 7.13-7.05 (m, 3H), 6.94-6.91 (m, 3H), 
6.81-6.73 (m, 3H), 5.10 (m, IH), 4.78 (s, 2H), 2.84-2.79 (m, 2H), 2.43-239 (m, 2H), 
2.21 (s, 6H), 1.78-1.50 (m, 3H), 0.89-0.87 (m, 6H)o 



6 (2 94) 
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3- (2- ( {3-^^;v-l- (3, 5 ;v) 
;wt^-r;v) -4- (2-^^;i/-4-:7;i/;rD7:ny=35=-:^^5^;i/) :7j^n 




5 TLC : Rf 0.31 (n-^=3p-t^> : ®^^ai5^;v= 1 : 1) ; 

NMR (300 MHz, DMSO-da) : d 7.34-7.17 (m, 3H), 7.04-6.93 (m, 5H), 6.82 (brs, 
IH), 5.03 (s, 2H), 4.97 (m, IH), 2.80-2.76 (m, 2H), 2.43-2.39 (m, 2H), 2.23 (s, 6H), 
2.17 (s, 3H), 1.80-1.60 (m, 2H), 1.41 (m, IH), 0.91 (d, J = 6.6 Hz, 3H), 0.89 (d, J = 
6.6 Hz, 3H)o 

10 

mmme (295) 

3- (2- ( (3-^5^;i/-l- (3, 5 -S^p<5^;i/:7rc-;i/) y^jv) ±1 
;wN'^-r;i/) -4- (2, 5 =3es>'p<^;i/) :7a^n;i/) 
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COOH 




TLCiRf 0.34 (n-^^V-> :Wm:^^)]y= 1 : 1) ; 
NMR (300 MHz, DMSO-d«) : 6 9.94 (brs, IH), 7.38-7.33 (m, 2H), 7.28 (d, J = 7.8 
Hz, IH), 7.01-6.99 (m, 3H), 6.83 (d, J = 7.5 Hz, 2H), 6.64 (d, J = 7.8 Hz, IH), 5.03 (s, 
5 2H), 4.97 (m, IH), 2.84-2.77 (m, 2H), 2.44-2.40 (m, 2H), 2.24 (s, 6H), 2.12 (s, 3H), 
1.78 (s, 3H), 1.77-1.58 (m, 2H), 1.41 (m, IH), 0.91 (d, J = 6.6 Hz, 3H), 0.89 (d, J = 
6.6 Hz, 3H)o 

mmme (29 6) 

10 3- (2- ( (3-p<^;i/-l- (3, 5-i?;>^^;]yya^-)V) ti 
;wt^-i';i/) - 4- i4--^;w^^^ ji^^jv-y j^y' y 




TLC : Rf 0.36 (iJ^ D D7}^;i/A : ?^^J—J\y= 10:1) 
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mmm e (297) 

3- (2- ( (3-y<^J]y-l- (3, 5-i;'^5^;i/7:n-;i') y'^JV) ts 

;w^^-r;v) -4- (2-p< 5 -p«g=-;i/7 3:y:3pe/p<5^;p) :71c- 

5 yun>w. 




TLC : Rf 0.53 (tJ7nn:^;i/A : ^^y— ;i/= 10:1) ; 
N M R (300 MHz, DMSO-d J : 6 8.76 (d, J = 8.4 Hz, IH), 7.40 (d, J = 8.7 Hz, IH), 
7.31 (s, IH), 7.30 (d, J = 8.7 Hz, IH), 6.95 (s, 2H), 6.89 (s, IH), 6.84 (d, J = 8.7 Hz, 
10 IH), 6.83 (s, IH), 6.69 (d, J = 8.7 Hz, IH), 5.02 (s, 2H), 4.96 (m, IH), 3.69 (s, 3H), 
2.84 (t, J = 8.1 Hz, 2H), 2.45 (t, J = 8.1 Hz, 2H), 2.24 (s, 6H), 2.21 (s, 3H), 1.78-1.57 
(m, 2H), 1.39 (m, IH), 0.92 (d, J = 6.3 Hz, 3H), 0.89 (d, J = 6.3 Hz, 3H)o 

^^J6 (2 9 8) 

15 3- (2- ( 1- (3, b-V'^^)\^y:s^=.)v) :/^;v) 
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TLC : Rf 0.55 (^DD/tc;i/A : ;i/= 10:1) ; 

NMR (300 MHz, DMSO-dJ : S 8.74 (d, J = 8.7 Hz, IH), 7.39 (d, J = 8.1 Hz, IH), 
7.30 (s, IH), 7.29 (d, J = 8.1 Hz, IH), 7.08 (d, J = 8.4 Hz, 2H), 6.95 (s, 2H), 6.88 (d, 
5 J = 8.4 Hz, 2H), 6.84 (s, IH), 5.05 (s, 2H), 4.96 (m, IH), 2.83 (t, J = 8.1 Hz, 2H), 
2.44 (t, J = 8.1 Hz, 2H), 2.24 (s, 6H), 2.22 (s, 3H), 1.80-1.55 (m, 2H), 1.40 (m, IH), 
0.91 (d, J = 6.3 Hz, 3H), 0.89 (d, J = 6.3 Hz, 3H)o 

mmm6 (299) 

10 3- (2- ( (3-p<5^;i/-l- (3, 5-i^P?5=-;i/:7:c-;V) -fy 

;w^"^-f;i/) -4- (4-:7;i/;rD7 j:y^i/p<5^;i/) ya:^-)]/) :7°^/^°> 




TLC : Rf 0.55 (^57UD5j^;l/A : ;!/= 10:1) ; 
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N M R (300 MHz, DMSO-dJ : 6 8.74 (d, J = 8.7 Hz, IH), 7.39 (d, J = 7.5 Hz, IH), 
7.31 (s, IH), 7.29 (d, J = 7.5 Hz, IH), 7.16-7.06(m, 2H), 7.04-6.96 (m, 2H), 6.95 (s, 
2H), 6.83 (s, IH), 5,06 (s, 2H), 4.96 (m, IH), 2.83 (t, J = 8.1 Hz, 2H), 2.44 (t, J = 8.1 
Hz, 2H), 2.24 (s, 6H), 1.80-1.54 (m, 2H), 1.40 (m, IH), 0.91 (d, J = 6.3 Hz, 3H), 0.89 
5 (d, J = 6.3 Hz, 3H)o 

^#116 (3 0 0) 

3- (2- ( (3-^^;i/-l- (3, 5-t^^^)\yy:^-)\y) y'^)]y) it] 
JW^^^J\y) -4- (3-?^ h^iy-5-i/T^y:n^:^^^^;\,) -7 =^=- 
10 ;i/) -ztxij^i/Wl 




T L C : R f 0.52 (n-^^i^> : f^^ic^;v= 1:1); 
NMR (300 MHz, CDCI3) : 6 7.41-7.28 (m, 2H), 7.38 (brs, IH), 6.96 (brs, 2H), 
6.91 (brs, IH), 6.80 (m, 2H), 6.71 (m, IH), 6.38 (d, J = 8.4 Hz, IH), 5.17 (m, IH), 
15 5.00 (s, 2H), 3.80 (s, 3H), 3.05-3.00 (m, 2H), 2.76-2.70 (m, 2H), 2.31 (s, 6H), 1.86- 
1.56 (m, 3H), 0.98 (d, J = 6.3 Hz, 6H)o 

6 (301) 

3- (2- ( (3-^5^;i/-l- (3, 5-i^^^;V7^-;i/) >^5^;i.) ^ 
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^COOH 




TL C : Rf 0.47 (^DDJi^;i/A : ~;i/= 9 : 1) ; 

NMR (300 MHz, CDCI3) : S 7.44-7.37 (m, 2H), 7.32-7.17 (m, 2H), 7.00-6.81 (m, 
5 6H), 6.29 (d, J = 8.7 Hz, IH), 5.17 (m, IH), 5.00 (s, 2H), 3.09-2.97 (m, 2H), 2.73 (t, 
J = 7.1 Hz, 2H), 2.31 (s, 6H), 1.87-1.52 (m, 3H), 0.99 (d, J = 6.3 Hz, 6H) o 

mmm 6 (302) 

3- (2- ( (3-p<5=-;V-l- (3, 5-$^p<5^;i/7 3z-;i/) :7^5=-;i/) :^ 

10 ;w^'^-r;l/) -4- (2-yj]/:tti-5-y<^;]/y 7rc- 




TLC 
NMR 



: Rf 0.47 (^Dn7j^;i/A : ;i/= 9:1) 

(300 MHz, CDCI3) : 6 7.46-7.38 (m, 2H), 7.28 (d, J 
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7.02-6.88 (m, 4H), 6.81 (d, J = 8.1 Hz, IH), 6.72 (m, IH), 6.29 (d, J = 8.7 Hz, IH), 
5.17 (m, IH), 5.07 (s, 2H), 3.12-2.95 (m, 2H), 2.72 (t, J = 6.9 Hz, 2H), 2.31 (s, 6H), 
2.29 (s, 3H), 1.85-1.53 (m, 3H), 0.99 (d, J = 6.3 Hz, 6H)o 

mmm e ( 3 o 3 ) 

3- (2- ( (3-^^j]y- 1- (3, 5-S^p<5^;i/:7a:-;i/) ^ 
;WN'^^;i/) -4- (2, 3, 4, 5, 6-^>^yjV:tti'7:cy^iy^^ 



TLC : Rf 0.47 (^DD*:;i/A : p<^y~;i.= 1 0 : 1) „ 

mmm e ( 3 o 4 ) 

3- (2- ( (3~^^;],-l- (3, 5—y^9-;]yya^-jv) ^ 
;WN'^-r;v) -4- (2, Q-Vy)\y;^xiy:x,^^^y^^)\,) y:c-jv) y° 




COOH 
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COOH 




TLC : Rf 0.46 (^OD3j>;i/A : ;V= 10:1) 



mmm 6 ( 3 o 5 ) 

3- (2- ( (3-p<5^;i/- 1- (3, 5-i^p<^;i/7a.-;i/) 

.COOH 




TLC : Rf 0.46 (^Dn5i^;i/A : ^i<7y— ;i/= 10:1) 



10 ^ffi#iJ 6 (3 0 6) 

3- (2- ( (3-p<5^;i/- 1- (3, 5-5^^5^;i/7:n-;i.) :/5^;i/) 

-4- (2, 3 -S^:7;i/;rD:7a^y^^^5^;V) ^ain;!/) r 
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COOH 



TLC : Rf 0.57 (^'UD^^^l/A : ;>^^y~)V=Q : 1) ; 

N M R (300 MHz, CDCI3) : 6 7.45-7.38 (m, 2H), 7.29 (d, J = 7.2 Hz, IH), 
7.02-6.89 (m, 4H), 6.85-6.73 (m, 2H), 6.32 (d, J = 8.7 Hz, IH), 5.17 (m, IH), 5.10 (s, 
2H), 3.07-2.95 (m, 2H), 2.73 (t, J = 7.2 Hz, 2H), 2.31 (s, 6H), 1.86-1.53 (m, 3H), 
0.99 (d, J = 6.3 Hz, 6H)o 

3- (2- ( (3-^^;\y-l- (3, 5-S^^5^;i/:7ai-;i/) y^^jv) ti 
;w^^-r;i/) -4- (3, 5-tPy)]^:tuyjL^i^t^^^)]y) :7:c-;i/) y 



TLC : Rf 0.57 (^DD5}s;i/i^ : p(^y_;V=9 : 1) ; 

N M R (300 MHz, CDCI3) : 6 7.42-7.35 (m, 2H), 7.30 (d, J = 7.5 Hz, IH), 6.95 (s, 
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2H), 6.91 (s, IH), 6.54-6.40 (m, 3H), 6.32 (d, J = 8.7 Hz, IH), 5.17 (m, IH), 4.97 (s, 
2H), 3.12-2.94 (m, 2H), 2.73 (t, J = 7.3 Hz, 2H), 2.31 (s, 6H), 1.87-1.52 (m, 3H), 
0.99 (d, J = 6.3 Hz, 6H)o 

5 mmm 6 ( 3 o s ) 

3- (2- ( (3-^^;]y- 1- y'^jv) tijw^ 

^COOH 



T L C : R f 0.49 (^UU^^JVJ^ : J — ;i/= 10:1) ; 
10 N M R (300 MHz, CDCI3) : 6 1.01 (d, J = 6.59 Hz, 3H) 1.13 (d, J = 6.59 Hz, 3H) 
1.82 (m, IH) 1.97 (m, 2H) 2.74 (t, J = 7.20 Hz, 2H) 3.03 (t, J = 7.20 Hz, 2H) 4.97 (s, 
2H) 6.14 (m, IH) 6.35 (d, J = 8.52 Hz, IH) 6.66 (m, 3H) 7.42 (m, 8H) 7.80 (d, J = 
7.69 Hz, IH) 7.88 (d, J = 7.69 Hz, IH) 8.32 (d, J = 8.24 Hz, lH)o 

15 mmm s 009) 

3- (2- ( (3-^5^;v-i- 1— r;i/) r5^;i/) ti)\^n 
^-f;!/) -4- (2, b-^y)]/:^uy:i^^^t/^^)\/) 73i-;i/) rn/i 
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TLC : Rf 0.49 (^DD4^;i/A : ;V= 10:1) ; 

N M R (300 MHz, CDCI3) : d 1.01 (d, J = 6.59 Hz, 3H) 1.14 (d, J = 6.59 Hz, 3H) 
1.82 (m, IH) 1.97 (t, J = 7.14 Hz, 2H) 2.73 (t, J = 7.42 Hz, 2H) 3.03 (t, J = 7.42 Hz, 
5 2H) 5.02 (s, 2H) 6.14 (m, IH) 6.38 (d, J = 8.52 Hz, IH) 6.60 (m, IH) 6.70 (m, IH) 
7.02 (m, IH) 7.47 (m, 7H) 7.80 (d, J = 7.97 Hz, IH) 7.87 (d, J = 7.42 Hz, IH) 8.32 (d, 
J = 8.79 Hz, lH)o 

mmme o i o) 

10 3- (2- ( (3-^5^;i/-i- (i-y^u>-l-^;v) y'^jv) tijw^ 

^COOH 




TLC : Rf 0.48 (^DD7f;;VA : 10:1) ; 

N M R (300 MHz, DMSO-dg) : 6 0.91 (d, J = 6.32 Hz, 3H) 1.08 (d, J = 6.32 Hz, 
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3H) 1.57 (m, IH) 1.89 (m, 2H) 2.48 (m, 2H) 2.85 (m, 2H) 5.14 (s, 2H) 5.94 (m, IH) 
7.48 (m, 12H) 7.81 (d, J = 8.24 Hz, IH) 7.94 (d, J = 7.97 Hz, IH) 8.22 (d, J = 8.52 
Hz, lH)o 

5 mmm e ( 3 1 1) 

3- (2- ( (3-^^;v-l- (3, 5-p^9-Ji'y:^^;v) y^jv) itj 
jvn^^)]/) -4- (3, 4--^y)V:tuy^J^^^^jv) 7 3in;i/) y 




10 TLC : Rf 0.31 (Mbp<5^V> : ;i/=9 : 1) ; 

N M R (300 MHz, CDCI3) : 6 0.98 (d, J = 6.32 Hz, 6H) 1.69 (m, 3H) 2.31 (s, 6H) 
2.72 (m, 2H) 3.02 (m, 2H) 4.95 (s, 2H) 5.17 (m, IH) 6.34 (d, J = 8.24 Hz, IH) 6.64 
(m, IH) 6.77 (ddd, J = 11.81, 6.59, 3.02 Hz, IH) 6.91 (s, IH) 6.95 (s, 2H) 7.07 (m, 
lH)7.32(m,3H)o 

15 

6 (312) 

3- (2- ( (3-^^;V- 1- (3, 5-P^^JV7j::~)V) y'^JV) tl 

jw^^^jv) -4- (3~^^;\/~4-y;]y:tt2y:i^y^->^^jv) ^0:.=. 
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COOH 




TLC : Rf 0.33 (Wh^^l^y : ^^y— ;i/=9 : 1) o 

mmm e (313) 

3- (2- ( (3-p<^;i/-l- (3, 5 -s^p<5^;i/:7 3z-;^) y^jv) 
;w'^^-f;v) -4- (2->';i/;^D- h:3E^i/7j^y^i:/p?^;i/) 7ai 




TLC : Rf 0.33 (Mit^^V> : p<i^>'— ;i/= 9 : 1) o 
^M^y 6 (314) 

3- (2- ( (3-pi5^;i/-l- (3, 5-s^^5=-;^:7 3i^;i/) 
;W?^'f;V) -4- (2, 3, 6- h >;:7;i/;rD7 3iy^S^p<5^;i/) ^^^r: 
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TLC : Rf 0.33 (^^nDJf;;i/A : 9 : 1) ; 

NMR (300 MHz, CDCI3) : d 0.99 (d, J = 6.32 Hz, 6H) 1.71 (m, 3H) 2.31 (s, 6H) 
2.71 (m, 2H) 3.03 (m, 2H) 5.16 (m, 3H) 6.27 (d, J = 8.52 Hz, IH) 6.83 (m, 2H) 6.91 
5 (s, IH) 6.96 (s, 2H) 7.26 (m, IH) 7.40 (m, IH) 7.47 (m, IH) o 



mmme (315) 

3- (2- ( (3-pi^;i/-l- (3, 5-Z^?i^)Vy:ri-J\y) y^J]y) >?3 
;V/t^'f;i/) -4- (2, 3, 5, 6-y^h^yj]y:tt2y 
10 yj:.^^}/) :7°n/i>^ 




TLC : Rf 0.33 (^DD5}^;i/A : ^d^y— ;i/=9 : 1) o 
^^#116 (3 1 6) 
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3- (2- ( (3-p(g^;i/- 1 - (3, 5-$^^9=-;P:7 3^r:;i/) 'f=f')V) 




5 TLC : Rf 0.55 (n-^^-y-> : i^mJ^5=-;V= 1 : Do 
^^J6 (3 1 7) 

3- (2- ( (3-^^;i/-i- (3, 5-s^^5=-;i/7 3i— ir^;!/) >b 
;w<v^-r;i^) -4- (3 -:;b;w^"^'i';i/:7 3^y^2/p<5=-;i/) :7°d 

10 ^'IV^ 




T L C : R f 0.23 p n7t:;PA : pi ^ ^ — ;i/= 9:1) ; 
NMR (300 MHz, DMSO-dfi) \6 0.91 (m, 6H), 1.39 (m, IH), 1.68 (m, 2H), 2.24 
(s, 6H), 2.44 (m, 2H), 2.84 (t, J = 7.97 Hz, 2H), 4.97 (m, IH), 5.13 (s, 2H), 6.83 (s, 
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IH), 6.95 (s, 2H), 7.14 (m, IH), 7.42 (m, 7H), 7.94 (s, 1 H ) 8.76 (d, J = 8.52 Hz, IH), 
12.07 (s, lH)o 

mmme (s 1 8) 

5 3- (2- ( i3-^^;]y-l- (3, 5 -s^'^ y^jv) 



T L C : R f 0.17 n D/}^;i/A : pi ^ ^ — ;V= 9:1); 
10 NMR (300 MHz, DMSO-dfi) :6 0.90 (m, 6H), 1.40 (m, IH), 1.67 (m, 2H), 2.24 
(s, 6H), 2.43 (m, 2H), 2.76 (d, J = 4.40 Hz, 3H), 2.84 (m, 2H), 4.97 (m, IH), 5.13 (s, 
2H), 6.83 (s, IH), 6.95 (s, 2H), 7.13 (m, IH), 7.39 (m, 6 H ) 8.40 (m, IH), 8.75 (d, J 
= 8.52 Hz, IH), 12.08 (s, lH)o 

15 mmme o i 9) 

3- (2- ( 1- (3, 5-^^^;]/yj^—J]^) y^JV) i:j 

;w?^-f;i/) -4- (3-s^^5=-;v*;w-^^-f;i/7 3^y^s<^p«g=-;i/) ^^i- 




COOH 
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TLC : Rf 0.44 (^DD7^c;i/A : ^iJ'y'— ;i/=9 : 1) ; 
N M R (300 MHz, CDCI3) : 6 0.96 (d, J = 6.32 Hz, 3H), 0.97 (d, J = 6.32 Hz, 3H), 
1.69 (m, 3H), 2.29 (s, 6H), 2.68 (m, 2H), 2.98 (m, 5H), 3.08 (s, 3H), 4.98 (s, 2H), 
5 5.16 (m, IH), 6.85 (m, 2H), 6.97 (m, 5H), 7.28 (m, 4H) o 

mmm 6 (320) 

3- (2- ( (3-^^J\y- 1- (3, d-i^^i^^Jiy oL-jv) 

10 yt2j-^>M 

^COOH 




TL C : Rf 0.50 (^DD*c;i/A : pii5^y— ;i/= 9 : 1) ; 

N M R (300 MHz, CDCI3) : 6 0.97 (m, 6H), 1.69 (m, 3H), 2.29 (s, 6H), 2.67 (m, 

2H), 3.00 (m, 2H), 4.62 (s, 2H), 4.98 (s, 2H), 5.16 (m, IH), 6.52 (d, J = 8.52 Hz, IH), 
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6.89 (m, 6H), 7.24 (m, 2H), 7.38 (m, 2H) o 

mmme 021) 

3- (2- ( (3-p<g^;i/- 1- (3, 5-Z^?i9-)Vy:c-;]y) >b 
5 ;wt^-f;i/) -4- (3 hdFs^p?5^;i.7 3iy :7:c-;]/) r 




T L C : R f 0.24 (n-^dr-y-> : 1^^015^;^= 1:1) ; 
N MR (300 MHz, CDCQ : 6 0.98 (d, J = 6.32 Hz, 6H), 1.70 (m, 3H), 2.31 (s, 6H), 
10 2.72 (m, 2H), 3.03 (m, 2H), 3.38 (s, 3H), 4.43 (s, 2H), 5.02 (s, 2H), 5.17 (m, IH), 
6.32 (d, J = 8.52 Hz, IH), 6.90 (m, 6H), 7.26 (m, 2H), 7.42 (m, 2H) o 

3 - (2- ( ( (IR) -3-p^^;\y-l- (3, 5-S^^^;vy:j^-)]y) 

15 :*f;w?^^;i/) -4- (2, 5-i^yj]^:tuy a^j ^^^^ji) y 
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COOH 




TLC : Rf 0.44 (n-^^-y-> : i^^3i5=-;V= 1 : 2) ; 
NMR (300 MHz, CDCl^) : 6 7.45-7.38 (m, 2H), 7.29 (d, J = 7.8 Hz, IH), 7.04 (m, 
IH), 6.96 (s, 2H), 6.91 (s, IH), 6.73 (m, IH), 6.62 (m, IH), 6.31 (d, J = 8.4 Hz, IH), 
5 5.17 (m, IH), 5.06 (s, 2H), 3.11-2.93 (m, 2H), 2.72 (t, J = 6.0 Hz, 2H), 2.31 (s, 6H), 
1.84-1.52 (m, 3H), 0.99 (d, J = 6.3 Hz, 6H)o 

mmme 023) 

3- (2- ( ( (IS) -3-p<5^;v-l- (3, 5-i^^^;vy:^-jv) 
10 y'^JV) tf)W^^-(J]y) -4- (2, 5-i^y;)y:ttiy3^^^^;>i^;v) y 




T L C : R f 0.44 (n-^=^-y-> : i^^3i^;i/= 1:2); 

NMR (300 MHz, CDCI3) : d 7.45-7.38 (m, 2H), 7.29 (d, J = 7.8 Hz, IH), 7.04 (m. 
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IH), 6.96 (s, 2H), 6.91 (s, IH), 6.73 (m, IH), 6.62 (m, IH), 6.31 (d, J = 8.4 Hz, IH), 
5.17 (m, IH), 5.06 (s, 2H), 3.11-2.93 (m, 2H), 2.72 (t, J = 6.0 Hz, 2H), 2.31 (s, 6H), 
1.84-1.52 (m, 3H), 0.99 (d, J = 6.3 Hz, 6H)o 

5 mmme o 24) 

2- (2- ( ( (IR) -3-pi^;u-l- (3, 5-i;>^^;vy:^-j\,) 
y^^JV) :^JW^^4JV) -4- (2-y az-J]/3:.^)l) 

XOOH 



T L C : R f 0.40 D n/f^;!/^ : ^ ^ y — ;i/= 10:1) ; 

10 NMR (300MHz,CDCl3) : ^ 0.95 (d, J = 6.04 Hz, 6H), 1.62 (m, 2H), 1.82 (m, 
IH), 2.29 (s, 6H), 2.87 (s, 4H), 4.74 (s, 2H), 5.19 (m, IH), 6.82 (d, J = 8.24 Hz, IH), 
6.88 (brs, IH), 6.97 ( brs, 2H), 7.10 (m, 2H), 7.18 (m, 2H), 7.27 (m, 2H), 7.47 (m, 
2H)o 



15 mmm g 025) 

3- (2 - ( ( (IR) -3_p<5=.;i,-i_ (3^ 5 
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T L C : R f 0.63 (Mih^^l^y '. J — ;i/= 9:1) ; 
NMR (300 MHz, CDCI3) : d 7.46-7.38 (m, 2H), 7.28 (d, J = 7.8 Hz, IH), 
7.14-6.88 (m, 7H), 6.31(d, J = 7.8 Hz, IH), 5.15 (q, J = 7.8 Hz, IH), 5.09 (s, 2H), 
5 3.12-2.95 (m, 2H), 2.72 (t, J = 7.2 Hz, 2H), 2.31 (s, 6H), 1.85-1.55 (m, 3H), 0.98 (d, 
J = 5.7Hz,6H)o 

^^J6 (3 2 6) 

3- (2- ( ( (IR) -3-p<5^;i/- 1- (3, 
10 :*7;WN'^-r;i/) -4- (4 -:7;i/:rn:7 3iy 




TLC : Rf 0.56 (J^^bp<5^V> : ;i/=9 : 1) ; 

NMR (300 MHz, CDCI3) : 6 7.42-7.37 (m, 2H), 7.30-7.26 (m, IH), 7.02-6.85 (m. 
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7H), 6.30 (d, J = 8.1 Hz, IH), 5.16 (q, J = 8.1 Hz, IH), 4.98 (s, 2H), 3.10-2.95 (m, 
2H), 2.73 (t, J = 6.9 Hz, 2H), 2.30 (s, 6H), 1.85-1.50 (m, 3H), 0.98 (d, J = 6.3 Hz, 
6H)o 

5 mmme (32 7) 

3 - (2 - ( ( (IR) -3-^5^;i/-l- (3, 5-i^^^;]yy^-;]y) 
y^jv) >?7;wt^-r;v) -4- (2-^ h^t^y ^t^^^jv) y^^nji) 




10 TIjC :Rf 0.64 (mihy<^ly> : :>^^J—)]y=9 : 1) ; 

NMR (300 MHz, CDCI3) : 6 7.44-7.39 (m, 2H), 7.28-7.23 (m, IH), 7.00-6.80 (m, 
7H), 6.32 (d, J = 8.7 Hz, IH), 5.15 (q, J = 8.7 Hz, IH), 5.09 (s, 2H), 3.86 (s, 3H), 
3.10-2.95 (m, 2H), 2.71 (t, J = 7.5 Hz, 2H), 2.30 (s, 6H), 1.80-1.55 (m, 3H), 0.97 (d, 
J = 6.3 Hz, 6H)o 

15 

mmm6 (3 2 8) 

3 - (2- ( ( (IR) -3-^5^;i/-l- (3, 5 -S^p<5^;v:7 3^n;v) 

431 



wo 03/016254 



PCT/JP02/08120 




TLC : Rf 0.54 (M^lh^^l^^ : ^^y^—)]^=Q : 1) ; 
NMR (300 MHz, CDQs) : S 7.44-7.40 (m, 2H), 7.30-7.26 (m, IH), 7.20-7.12 (m, 
2H), 6.96-6.83 (m, 5H), 6.25 (d, J = 8.7 Hz, IH), 5.16 (q, J = 8.7 Hz, IH), 5.04 (s, 
5 2H), 3.13-2.95 (m, 2H), 2.73 (t, J = 7.2 H z, 2H), 2.31 (s, 6H), 2.27 (s, 3H), 1.85-1.55 
(m, 3H), 0.99 (d, J = 6.3 Hz, 3H), 0.98 (d, J = 6.3 Hz, 3H)o 

mmm e 029) 

3- (2-S^:7jc-;i/p<^;i/:^;WN'^-f;i/-4- (2, 5 -i^y 

^COOH 




TLC : Rf 0.30 (-\^-y-> : i^^Jz5^;i/= l : l) ; 

NMR (300 MHz, DMSO-dJ : d2.42 (m, 2H), 2.72 (m, 2H), 5.11 (s, 2H), 6.43 (d, 
J = 9.07 Hz, IH), 6.74 (m, IH), 7.24 (m, lOH), 7.38 (m, J = 6.87 Hz, 2H), 7.54-7.52 
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(m, 4H)o 

6 (3 3 0) 

3 - (2- ( (1- (3, 5-i^;<^;]/y3^—;]y) >>^D^:3p.>;v) :t,;wsf 

5 ^-Y;!/) -4- (2, 5-t^yj\y:tt2y3^^:^i^^^j\/) y:c-;i/) rn^^ 




TLC : Rf 0.56 (^nP4^;i/A : ;i/= 10:1) ; 

NMR (300 MHz, CDCI3) : 6 1.75 (m, 8H), 2.31 (s, 6H), 2.46 (s, 2H), 2.71 (t, J = 
10 7.42 Hz, 2H), 3.05 (t, J = 7.42 Hz, 2H), 5.12 (s, 2H), 6.18 (s, IH), 6.63 (m, IH), 6.76 
(m, IH), 6.88 (s, 1 H ) 7.04 (m, IH), 7.08 (s, 2H), 7.31 (d, J = 7.97 Hz, IH), 7.42 (m, 
IH), 7.55 (s, lH)o 

mmm e (331) 

15 3-(2-((i-(3, 5-5^p<5^;i/:7az-;i/) s^^n^>5^;i/) 
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COOH 




TLC : Rf 0.55 (^UU:^J]/A : ^^y— ;V= 10:1) ; 
NMR (300 MHz, CDCI3) : 6 1.88 (m, 4H), 2.16 (m, 2H), 2.31 (s, 6H), 2.46 (m, 
2H), 2.70 (t, J = 7.55 Hz, 2H), 3.02 (t, J = 7.42 Hz, 2H), 5.08 (s, 2H), 6.63 (m, IH), 
6.75 (m, IH), 6.88 (s, 1 H ) 7.02 (d, J = 5.22 Hz, IH), 7.05 (dd, J = 5.36, 1.51 Hz, 
IH), 7.08 (s, 2H), 7.29 (d, J = 7.69 Hz, IH), 7.40 (m, IH), 7.45 (s, lH)o 



mmme (332) 

3- (2- ( ( (IR) -3-^^J]y-l - (3, 5-i^?i-^;]yy:j^=.)\y) 




TL C : Rf 0.56 (^^Dpj^;l/A : ;i/= 10:1) ; 

NMR (300 MHz, CDCla) : d 0.98 (d, J = 6.32 Hz, 6H), 1.70 (m, 3H), 2.31 (s, 6H), 
15 2.72 (m, 2H), 3.03 (m, 2H), 5.00 (s, 2H), 5.16 (m, IH), 6.31 (d, J = 8.24 Hz, IH), 
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6.70 (m, 3H), 6.91 (s, IH), 6.95 (s, 2H), 7.25 (m, 2H), 7.40 (m, 2H) o 

mmm6 (333) 

3- (2- ( ( (IR) -3-jA^J\^-l- (3, 




TL C : Rf 0.58 (^Dn>it;i/A : ;i/= 1:1) ; 

N M R (300 MHz, CDCI3) : 6 0.98 (d, J = 6.32 Hz, 6H), 1.42 (t, J = 6.90 Hz, 3H), 
10 1.55-1.83 (m, 3H), 2.31 (s, 6H), 2.71 (t, J = 7.42 Hz, 2H), 3.00-3.06 (m, 2H), 4.09 (q, 
J = 6.90 Hz, 2H), 5.08 (s, 2H), 5.1 6 (m, IH), 6.32 (d, J = 8.24 Hz, IH), 6.84-6.95 (m, 
7H), 7.26 (t, J = 4.26 Hz, IH), 7.43-7.42 (m, 2H)o 

^^J6 (3 34) 

15 3- (2- ( (N- (2-p<5^;i/rDtf;i/) -N- (3, 5-i^^9-JVy:c 

— ;i/) T^y) >!3;wN*^'r;i/) -4- (2, 5-^>';i/;ro7ai>'^$xp<^ 
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TLC : Rf 0.41 (^Dn4^;i/A : p<i5^y— ;i/= 10:1) ; 
NMR (300 MHz, CDCI3) : 6 1.04 (d, J = 6.87 Hz, 6H), 2.07 (m, IH), 2.26 (s, 6H), 
2.81 (t, J = 7.42 Hz, 2H), 3.15 (t, J = 7.42 Hz, 2H), 3.39 (d, J = 7.42 Hz, 2H), 5.12 (s, 
5 2H), 6.52 (s, IH), 6.5 4 (s, 2H), 6.63 (m, IH), 6.76 (m, IH), 7.05 (m, IH), 7.38 (d, J 
= 7.97 Hz, IH), 7.48 (dd, J = 7.97, 1.10 Hz, IH), 7.57 (d, J = 1.10 Hz, IH), 7.70 (s, 
lH)o 

mmme o 3 5) 

10 3- (2- (l-ai^;i/-l- (3, 5 -S^p<5^;V>'jcn;i/) mtf;!/) ti 
;w^-^-f;i/) -4- (2, 5-i^yj]y:tti-:7 r^^^i^^^jv) y:iu-;i) y 




TLC : Rf 0.41 (^nD7^c;i/A : j^^y^j]y= 19:1) ; 
15 NMR (300 MHz, CDCQ : d 0.82 (t, J = 7.28 Hz, 6H), 2.20 (m, 4H), 231 (s, 6H), 
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2.76 (t, J = 7.49 Hz, 2H), 3.09 (t, J = 7.49 Hz, 2H), 5.10 (s, 2H), 6.13 (s, IH), 6.62 (m, 
IH), 6.76 (m, IH), 6.88 (s, IH), 6.97 (s, 2H), 7.04 (m, IH), 7.32 (d, J = 7.97 Hz, IH), 
7.43 (dd, J = 7.97, 1.37 Hz, IH), 7.54 (d, J = 1.37 Hz, lH)o 

5 ^^J6 (3 3 6) 

3- (2- (4- (3, 5 -$^p<5^;i/7 3^n;i/) t Fd b°^>- 4 
;i/) -4- (2, 5-i^y;iy:;tny :^iy^^JV) y^:.— 




10 TLC : Rf 0.42 (:$7nD7lN;VA : ^^y— ;i/= 1 0 : 1) ; 

NMR (300 MHz, CDCI3) : 6 2.23 (m, 2H), 2.32 (s, 6H), 2.47 (m, 2H), 2.71 (t, J 
= 7.28 Hz, 2H), 3.03 (t, J = 7.28 Hz, 2H), 3.84 (m, 4H), 5.09 (s, 2H), 6.50 (s, IH), 
6.63 (m, IH), 6.75 (m, IH ), 6.91 (s, IH), 7.05 (m, IH), 7.09 (s, 2H), 7.30 (d, J = 
7.80 Hz, IH), 7.43 (dd, J = 7.80, 1.10 Hz, IH), 7.54 (d, J = 1.10 Hz, lH)o 

15 

mmm e (337) 

3- (2- ( ( (IR) -3-j<9-J]y-l - (3, 5-i^^^)]yy3^^JV) 

y'^jv) :*;wN'^-r;i/) -4- (3—>Tjy:^^^i^:^^;]y) y:ii—)]y) 
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TL C : Rf 0.55 (i5^DD>j^;i/A : ;i/= 9 : 1) ; 

NMR (300 MHz, CDCI3) : 6 0.98 (d, J = 6.59 Hz, 6H), 1.70 (m, 3H), 2.31 (s, 6H), 
2.72 (m, 2H), 3.03 (m, 2H), 5.03 (s, 2H), 5.17 (m, IH), 6.37 (d, J = 8.79 Hz, IH), 
5 6.91 (s, IH), 6.96 (s, 2H), 7.17 (m, 2H), 7.28 (m, 2H), 7.39 (m, 3H) o 

mmme (3 3 8) 

3- (2- ( ( (IR) -3-^^;v-l- (3, 5-5^^^;i/:7 3i-;i/) 

y^^jv) *;wt^^;i/) -4- (2, 4-i^y;\/:ttiyaL^:^^^^jv) y 
10 :r,-j\/) y'u^-^yM 




TLC : Rf 0.51 (^D^7^^;^A : ^^y— ;i/=9 : 1) ; 

NMR (300 MHz, CDCI3) : 6 0.99 (d, J = 6.32 Hz, 6H), 1.70 (m, 3H), 231 (s, 6H), 

2.71 (m, 2H), 3.03 (m, 2H), 5.04 (s, 2H), 5.16 (m, IH), 6.34 (d, J = 8.24 Hz, IH), 
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6.77 (m, IH), 6.90 (m, 5H), 7.27 (m, IH), 7.39 (m, 2H) o 

mmme (339) 

3- (2- ( ( (IR) -3-p<^;i/-l- (3, 5-P^^;vy:^=-Jiy) 

5 -4- (2, 5-i^^5^;i/:7^y:3p5y^g^;V) :7 m 



TLC : Rf 0.51 (i^nn7js;i/A : ;i/=9 : 1) ; 

N M R (300 MHz, CDCI3) : 6 0.98 (d, J = 6.18 Hz, 3H), 0.99 (d, J = 6.18 Hz, 3H), 
10 1.71 (m, 3H), 2.22 (s, 3H), 230 (s, 6H), 2.31 (s, 3H), 2.72 (t, J = 7.55 Hz, 2H), 3.04 
(tn, 2H), 5.02 (s, 2H), 5.15 (m, IH), 6.27 (d, J = 8.79 Hz, IH), 6.71 (m, 2H), 6.90 (s, 
IH), 6.95 (s, 2H), 7.04 (d, J = 7.14 Hz, IH), 7.28 (d, J = 7.69 Hz, IH), 7.42 (m, 2H)o 

^m\^ (3 4 0) 

15 3- (2 - ( ( (IR) -3-p<5^;V-l- (3, 5 -S^^5^;V7rc-;i/) 
:*;w-\"^-f ;i/) -4- (2 -^Dn:7aiy ^S/^5^;i/) 731— 




COOH 
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TLC:Rf 0.49 D D:?}^;i/A : p< y — ;i/= 9 : 1 ) ; 
NMR (300 MHz, CDCI3) : 6 0.98 (d, J = 6.18 Hz, 3H), 0.99 (d, J = 6.18 Hz, 3H), 
1.71 (m, 3H), 2.31 (s, 6H), 2.72 (t, J = 7.14 Hz, 2H), 3.04 (m, 2H), 5.12 (s, 2H), 5.16 
(m, IH), 6.32 (d, J = 8.52 Hz, IH), 6.94 (m, 5 H), 7.21 (m, IH), 7.28 (d, J = 7.97 Hz, 
IH), 7.41 (m, 2H), 7.52 (d, J = 1.65 Hz, lH)o 



mmm 6 (341) 

3- (2- 1- (3, 5-i^^^;i'7j^:=.}V) itjj]y 




TLC : Rf 0.49 (i5'DD:^;VA : ^^y— ;i/=9 : 1) ; 
NMR (300 MHz, CDO^) : 6 1.80 (s, 6H), 2.32 (s, 6H), 2.75 (t, J = 7.42 Hz, 2H), 
3.08 (t, J = 7.42 Hz, 2H), 5.08 (s, 2H), 6.33 (s, IH), 6.62 (m, IH), 6.75 (m, IH), 
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6.90 (s, IH), 7.03 (m, IH), 7.07 (s, 2H), 7.30 (d, J = 7.98 Hz, IH), 7.41 (dd, J = 7.98, 
1.51 Hz, IH), 7.49 (d, J = 1.51 Hz, lH)o 

^^J6 (3 42) 

5 3 - (2 - ( ( (IR) -3-^^J]y-l- (3, 5 - S^p? -;i/) 

^COOH 



TL C : Rf 0.52 (^DD:^;1/A : ;i/= 10:1) ; 

N M R (300 MHz, CDCI3) : 6 0.98 (d, J = 6.32 Hz, 6H), 1.70 (m, 3H), 2.31 (s, 6H), 
10 2.73 (m, 2H), 3.03 (m, 2H), 5.02 (s, 2H), 5.16 (m, IH), 6.28 (d, J = 8.24 Hz, IH), 
6.91 (s, IH), 6.97 (m, 5 H), 7.29 (m, 3H), 7.42 (m, 2H) o 

^^J6 (3 4 3) 

3- (2- ( ( (IR) -3-^^J\y-l - (3, 5 :nr:;v) 
15 7""5^;v) :ij;w^^^-r;i/) -4- (2 -j^5^;i/:7^y ^i^-p?^;!/) yaz-jv) 
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COOH 




TLC : Rf 0.51 i^uu-^JlA : pi^J^y— ;i/= 10:1) ; 

N M R (300 MHz, CDCI3) : 6 0.98 (dd, J = 6.18, 2.61 Hz, 6H), 1.20 (t, J = 7.55 Hz, 

3H), 1.70 (m, 3H), 2.30 (s, 6H), 2.71 (m, 4H), 3.03 (m, 2H), 5.05 (s, 2H), 5.17 (m, 

IH), 6.23 (d, J = 8.52 Hz, IH), 6.90 (m, 5H), 7.16 (m, 2H), 7.28 (d, J = 8.52 Hz, IH), 

7.42(m,2H)o 



mmm e (344) 

3- (2- ( ( (IR) 



3- ^5^;V-l- (3, 5-S^p?5=-;V:7air:;i/) 

4- (3 -^J7nD73^y^$/^^;i/) :7rc-;i/) 



COOH 




TLC : Rf 0.52 (^DD:^;i/A : p<^y— ;i/= 10:1) ; 

N MR (300 MHz, CDCI3) : 6 0.99 (d, J = 6.32 Hz, 6H), 1.70 (m, 3H), 2.31 (s, 6H), 
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2.72 (m, 2H), 3.03 (m, 2H), 5.00 (s, 2H), 5.17 (m, IH), 6.30 (d, J = 8.79 Hz, IH), 
6.84 (m, IH), 6.91 (s, IH), 6.96 (m, 4H), 7.24 (m, 2H), 7.40 (m, 2H) o 

mmme (345) 

5 3 - (2- (4- (3, 5-i^^9-JV7 3^~?ly) ti F n^^::^^^^ >- 4 

— <;!/) :t?;WN*^-r;i/) -4- (2, 5 -s^7;i/:tn:7 3i^dps/^5^;i/) 7 




TLC : Rf 0.58 (^nD4^;i/A : ^^y— ;i/=9 : 1) ; 
10 N M R (300 MHz, CDCI3) : 6 2.25 (m, 2H), 2.31 (s, 6H), 2.61 (m, 2H), 2.76 (m, 
4H), 3.03 (m, 4H), 5.11 (s, 2H), 6.28 (s, IH), 6.63 (m, IH), 6.77(m, IH), 6.90 (s, IH), 
7.06 (m, 3H), 7.32 (d, J = 7.97 Hz, IH), 7.44 (dd, J = 7.97, 1.80 Hz, IH), 7.57 (d, J = 
1.80 Hz, lH)o 

15 mmm e (3 4 6) 

3 - (2- (1 -^^-yji- 
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COOH 




TLC : Rf 0.52 (^dd4^;1/A : ;i/=6 : 1) ; 

N MR (300 MHz, CD3OD) : 6 2.17 (m, 2H), 2.29 (s, 6H), 2.61 (t, J = 7.42 Hz, 2H), 
2.76 (m, 2 H), 2.95 (m, 4H), 3.16 (m, 2H), 4.06 (s, 2H), 5.13 (s, 2H), 6.64 (m, 
5 IH), 6.90 (s, IH), 6.97 (m, IH), 7.09 (m, 3H), 7.43 (m, 8H) o 



\m6 (3 4 7) 



10 



3- (2- (1, l-i^:t>-4- (3, 5 -i^p<5^;i/:7 j^-A) .'1— t K 
D5^:^t:^>-4-^;i/) -4- (2, 5 -i^7;V;tn7 j: 

.COOH 




TLC : Rf 0.49 (^UU7isJ\/A : 9:1) ; 
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N M R (300 MHz, CDCI3) : 6 2.31 (s, 6H), 2.75 (m, 4H), 3.04 (m, 6H), 3.40 (m, 
2H), 5.07 (s, 2H), 6.62 (m, IH), 6.76 (m, IH), 6.94 (s, IH), 7.03 (m, 4H), 7.30 (d, J = 
7.97 Hz, IH), 7.45 (m, IH), 7.51 (m, lH)o 

5 mmme (3 4 8) 

3- (2- ( (4- (3, 5 -:^^5^;i/7rcn;i/) 71— t: Fn tf^ >- 4 - 

-r;v) :t7;wt^-r;i/) -4- (3 -i^^y ^o^y^i^^^^;!/) 73^— ;i/) y 




10 TLC : Rf 0.2A (n-^^V-y :Wm= 1 0 0:100:1); 

N M R (300 MHz, DMSO-dJ : 6 1.93 (ra, 2H), 2.26 (s, 6H), 2.39 (m, 2H), 2.49 (m, 
2H), 2.86 (m, 2H), 3.74 (m, 4H), 5.20 (s, 2H), 6.84 (s, IH), 7.04 (s, 2H), 7.42 (m, 
7H), 8.59 (s, IH), 12.09 (s, lH)o 

15 mmme (3 4 9) 

3- (2- ( (2, 6-i^^^;v-4- (3, 5 -i^^^J)y:7 -4 
p?7;wN'^-r;i/) -4- (2, 5-s^7;i/:tD:7aiy:3pc^pi^;v) 
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TLC : Rf 0.66 (n-^:ar-y-> : #m^^;V= 1 : 1) ; 
N M R (300 MHz, CDCI3) : 6 0.75 (d, J = 6.59 Hz, 6H), 0.84 (d, J = 6.59 Hz, 6H), 
1.58 (m, 2H), 2.11 (dd, J = 14.28, 5.22 Hz, 2H), 2.22 (dd, J = 14.28, 6.06 Hz, 2H), 
5 2.31 (s, 6H), 2.79 (t, J = 7.55 Hz, 2H), 3.11 (t, J = 7.55 Hz, 2H), 5.12 (s, 2H), 6.25 (s, 
IH), 6.62 (m, IH), 6.76 (m, IH), 6.86 (s, IH), 6.94 (s, 2H), 7.04 (m, IH), 7.34 (d, J = 
7.91 Hz, IH), 7.44 (dd, J = 7.91, 1.65 Hz, IH), 7.57 (d, J = 1.65 Hz, lH)o 

^^J6 (3 5 0) 

10 3 - (2- ((4- (3, 5 -$<?p«5^;i/:7 3^n;v) h'D t!^ >- 4 - 

^JV) :^;w-?^-f ;i/) -4- (2-^ti]n~5-7;v:tttyx.y:^->y<^j]/) 




TLC : Rf 0.41 (n-^^^> :mM::^^J]y :mm= 1 0 0:1 0 0:1); 
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N M R (300 MHz, CDCI3) : 6 2.24 (m, 2H), 2.32 (s, 6H), 2.46 (m, 2H), 2.70 (t, J 
= 7.42 Hz, 2H), 3.03 (t, J = 7.42 Hz, 2H), 3.83 (m, 2H), 3.93 (m, 2H), 5.12 (s, 2H), 
6.47 (s, IH), 6.67 (m, IH), 6.73 (dd, J = 10.03, 2.61 Hz, IH), 6.91 (s, IH), 7.09 (s, 
2H), 7.33 (m, 2H), 7.43 (m, IH), 7.62 (d, J = 1.65 Hz, IH) o 

mmm 6 ( 3 5 i) 

3- (2- ( (4- (3, 5 ;i/) /I— fc: ^'^lf^>-4- 
'Y;^) pJ7;wt^-r;v) -4- (2 -^^;v:7rcydrs^p<5=-;v) 
71.— ;i/) yuj^>m. 



10 




TLC : Rf 0.39 (n — \^-y-> : : 1 0 0:1 00:1); 
NMR (300 MHz, CDCI3) : <5" 2.23 (m, 2H), 2.32 (s, 6H), 2.33 (s, 3H), 2.46 (dd, J 
= 13.32, 1.51 Hz, 2H), 2.69 (t, J = 7.28 Hz, 2H), 3.03 (t, J = 7.28 Hz, 2H), 3.83 (m, 
2H), 3.92 (m, 2H), 5.12 (s , 2H), 6.46 (s, IH), 6.75 (m, IH), 6.81 (s, IH), 6.90 (s, IH), 
15 7.09 (s, 2H), 7.27 (m, 2H), 7.43 (m, IH), 7.66 (s, IH) o 



mmm6 (3 52) 

3- (2- ( (4- (3, 5 -S^p<5=-;P>'ai-;i/) /•\—\i]^u\f^>~4- 

-iJV) :^j;W?^-r;L') -4- (2, 5-p^t2t2y :xuJ:^iy;A9-JV) y a:.— 

20 ;i/) yuj-M/M 



447 



wo 03/016254 



PCT/JP02/08120 




TLC : Rf 0.39(n-^^it>:Mai5=-;V:i^^= 1 0 0:1 0 0:1); 
N M R (300 MHz, CDCI3) : 6 2.25 (m, 2H), 2.32 (s, 6H), 2.47 (m, 2H), 2.71 (t, J 
= 7.14 Hz, 2H), 3.04 (t, J = 7.14 Hz, 2H), 3.83 (t, J = 10.30 Hz, 2H), 3.93 (m, 2H), 
5 5.12 (s, 2H), 6. 46 (s, IH), 6.95 (m, 3H), 7.09 (s, 2H), 7.32 (m, 2H), 7.43 (m, IH), 
7.63 (d, J = 1.65 Hz, lH)o 

mmme (s 5 3) 

3 - (2 - ( (4- (3, 5 .'I— t HDlf^>-4- 

^COOH 




TL C : Rf 0.36 {n-^^V-> :mm:^^J]y:Wm= 1 0 0:1 0 0:1); 
N MR (300 MHz, CDCI3) ^ 2.23 (m, 2H), 2.31 (s, 6H), 2.46 (m, 2H), 2.69 (t, J 
= 7.28 Hz, 2H), 3.02 (t, J = 7.28 Hz, 2H), 3.79 (m, 2H), 3.91 (m, 2H), 5.05 (s, 2H), 
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6.48 (s, IH), 6.90 (s, IH), 6.99 (m, 3H), 7.08 (s, 2H), 7.30 (m, 3H), 7.43 (m, IH), 
7.50 (s, lH)o 

mmme o 5 4) 

5 3- (2- ( (4- (3, 5-Z^^^JV'7az-j]/) 71— t FDtf^>-4- 




T L C : R f 0.35 (n-^:^-y-> ;M= 1 0 0:1 0 0:1) ; 

10 NMR (300 MHz, CDCI3) : 6 2.24 (m, 2H), 2.32 (s, 6H), 2.48 (d, J = 15.11 Hz, 
2H), 2.71 (t, J = 7.14 Hz, 2H), 3.02 (t, J = 7.14 Hz, 2H), 3.79 (m, 2H) 3.92 (m, 2H), 
5.03 (s, 2H), 6.50 (s, IH), 6.85 (m, IH), 6.91 (s, IH), 6.97 (m, 2H), 7.08 (s, 2H), 7.22 
(m, IH), 7.30 (d, J = 7.97 Hz, IH), 7.41 (m, IH) 7.47 (s, IH) o 

15 ^^J6 (3 5 5) 

3- (2- ( (4- (3, 5 -S^p<^;i/^ai-;i/) 71— b Kd tr^ >- 4 - 
-Y;!/) :t?;WN"^-f ;!/) -4- (3 -7;i/:^D7 3ay drS/^5^;i/) 7x.in;i/) 



449 



wo 03/016254 



PCT/JP02/08120 




COOH 



T L C : R f 0.43 D D4^;i/A : p< ^ y — ;i/= 10:1) ; 
N M R (300 MHz, CDCl^) : 6 2.27 (m, 8H), 2.45 (m, 2H), 2.72 (t, J = 7.28 Hz, 2H), 
3.03 (t, J = 7.28 Hz, 2H), 3.87 (m, 4H), 5.04 (s, 2H), 6.48 (s, IH), 6.72 (m, 3H), 6.91 
(s, IH), 7.09 (s, 2 H), 7.22 (m, IH), 7.30 (d, J = 8.24 Hz, IH), 7.43 (d, J = 7.97 Hz, 
IH), 7.48 (s, lH)o 

mmme o 5 6) 

3- (2- ( (4- ([3, 5-i^p<5^;i/7 3in;i/) /I— n Fn tf^ >- 4 - 
-r;v) -4- (2, a^^^-y^^'^^v) :7i- 



TLC : Rf 0.43 (^DD4^;i/A : ^^J^y— ;i/= 10:1) ; 

N M R (300 MHz, CDCI3) : 6 2.26 (s, 6H), 2.28 (m, 2H), 2.32 (s, 6H), 2.44 (m. 




COOH 
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2H), 2.72 (t, J = 7.35 Hz, 2H), 3.04 (t, J = 7.35 Hz, 2H), 3.82 (m, 2H) 3.93 (m, 2H), 
5.06 (s, 2H), 6.40 (s, 1 H), 6.73 (m, 2H), 6.91 (s, IH), 7.06 (d, J = 7.69 Hz, IH), 7.09 
(s, 2H), 7,30 (d, J = 7.69 Hz, IH), 7.45 (dd, J = 7.69, 1.65 Hz, IH), 7.56 (d, J = 1.65 
Hz, lH)o 



mmm6 (3 5 7) 

3- (2- ( (1 -^5=-;i/:^;v:tc^;i/-4- (3, 5 -^p<5=-;v:7a;-;i/) 
if^us^>-4--r;i/) >?j;wt^-i';i/) -4- (2, 5 -i^7;v;^D7 3^y 



T L C : R f 0.42 D D/iN;VA : p< ^ ^ — ;V= 10:1) ; 
NMR (300 MHz, CDCI3) : 6 2.24 (m, 2H), 2.32 (s, 6H), 2.70 (m, 4H), 2.78 (s, 
3H), 3.03 (t, J = 7.14 Hz, 2H), 3.13 (t, J = 11.13 Hz, 2H), 3.68 (m, 2H), 5.07 (s, 2H), 
6.52 (s, IH), 6.63 (m, IH), 6.75 (m, IH), 6.92 (s, IH), 7.03 (m, IH), 7.08 (s, 2H), 
15 7.29 (d, J = 7.97 Hz, IH), 7.41 (d, J = 7.97 Hz, IH), 7.51 (s, lH)o 

mmm e (3 5 8) 



3 - (2 - ( (4- (3, 5 j^^;i/) t FDtf^>-4 - 
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TL C : Rf 0.43 (^DD5^^;l/A : ^^y— ;i/= 10:1) ; 
N M R (300 MHz, CDCI3) : (5 2.26 (m, 2H), 2.32 (s, 6H), 2.45 (m, 2H), 2.71 (t, J 
5 = 7.14 Hz. 2H) 3.03 (t, J = 7.14 Hz, 2H), 3.82 (m, 4H), 5.13 (s, 2H), 6.48 (s, IH), 
7.02 (m, 7H), 7.30 (d, J = 7 .69 Hz, IH), 7.44 (d, J = 7.69 Hz, IH), 7.56 (s, lH)o 

mmme o 5 9) 

3 - (2 - ( (4 - (3, 5-S^^^J\^y 3^=.)l) t KDlf^>-4 - 
10 -ijv) ;?3;WN'^-f -4- (2 -^Dn7rcy^sy^5^;i/) ya^-ji) r 




T L C : R f 0.43 n PJ^^I/A : y^-^J — ;i/= 10:1) ; 

NMR (300 MHz, CDCI3) '■ ^ 2.25 (m, 2H), 2.32 (s, 6H), 2.46 (m, 2H), 2.70 (t, J 
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= 7.42 Hz, 2H) 3.03 (t, J = 7.42 Hz, 2H), 3.85 (m, 2H), 3.93 (m, 2H), 5.15 (s, 2H), 
6.45 (s, IH), 6.91 (s, IH), 6.97 (m, 2H), 7.09 (s, 2H), 7.22 (m, IH), 7.30 (d, J = 7.97 
Hz, IH), 7.42 (m, 2H), 7.65 (s, lH)o 

5 mmm 6 ( 3 6 o ) 

3- (2- ( (4- (3 /S— t half ^>-4 --r;i/) 
:*7;W"^^-r;i/) -4- (2, 5-t^-7JV:tuy ^^y^Sy^^^jv) 



10 TL C : Rf 0.55 (^J7Dn:^;i/A : ;i/= 9 : 1) ; 

N M R (300 MHz, CDCI3) : 6 2.25 (m, 2H), 2.36 (s, 3H), 2.50 (m, 2H), 2.70 (t, J 
= 7.21 Hz, 2H), 3.01 (t, J = 7.21 Hz, 2H), 3.88 (m, 4H), 5.08 (s, 2H), 6.57 (s, IH), 
6.63 (m, IH), 6.76 (m, IH), 7.05 (m, 2H), 7.27 (m, 4H), 7.42 (dd, J = 8.12, 1.71 Hz, 
IH), 7.52 (d, J = 1.71 Hz, lH)o 

15 

mmm e ( 3 e i) 

3- (2- ( (4- 1— r;i/) t FDtf^>-4--r;i/) 

:t;;wt^-r;v) -4- (2, 5 -s^7;1':^d>' 




COOH 
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TLC:Rf 0.53 UUTt^JlA : ^ ^ y —;i= 9 : 1) ; 
NMR (300 MHz, CDCI3) :6 2.50 (m, 4H), 2.85 (m, 4H), 3.97 (m, 4H), 5.02 (s, 
2H), 6.64 (m, IH), 6.73 (m, IH), 7.07 (m, 2H), 7.23 (d, J = 7.69 Hz, IH), 7.43 (m, 
5 5H), 7.74 (d, J = 7.42 Hz, IH), 7.80 (d, J = 7.97 Hz, IH), 7.89 (m, IH), 8.42 (m, IH) c 

^^J6 (3 6 2) 

3- (2- ( (l-^5^;i/-4- (3, 5-t^^9-J\yy:^^JV) t°^U5^> 
-4-^;v) tDW^'e-^ ;]/) -4- (2, 5 -5^:7;i/;tD7^y^iyp<5^;i/) 
10 7a:— ;v) yu^-^ym 




I 



T L C : R f 0.37 n D:^i^;l/A : — ;i/ : 28%7^>^— T7j<= 4 0 : 

10:1) ; 

NMR (300 MHz, DMSO-dg) : 6 1.85 (m, 2H), 2.19 (s, 3H), 2.25 (s, 6H), 2.29 (m, 
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2H), 2.46 (m, 4H), 2.65 (m, 2H), 2.89 (t, J = 7.83 Hz, 2H), 5.21 (s, 2H), 6.77 (m, IH), 
6.82 (s, IH), 7.03 (s, 2H), 7.29 (m, 5H), 8.50 (s, lH)o 

^^J6 (3 6 3) 
5 3- (2- ( ( 1 -rcg^-;!/- 4 - (3, 5-$^^^;V>^jir:;i/) 
-4— f;i/) :t?;w?^-r;i/) -4 - (2, 5 
:7 3^ri;i/) rD^i>^ 




TLC : Rf 0.39 (^dd4n;VA : ^^5^^— ;V=5 : 1 ) ; 
10 NMR(300MHz,CD3OH):<5" 1.29 (t, J = 7.28 Hz, 3H), 2.20 (m, 2H), 2.31 (s, 6H), 
2.62 (t, J = 7.14 Hz, 2H), 2.85 (m, 2H), 2.98 (t, J = 7.14 Hz, 2H), 3.03 (m, 4H), 3.34 
(m, 2H), 5.12 (s, 2H), 6.63 (m, IH), 6.92 (s, IH), 6.96 (m, IH), 7.08 (m, IH), 7.14 (s, 
2H), 7.40 (m, 3H)o 

15 mm\Q (3 6 4) 

2- (2- ( (3-^5=-;i/- 1- (3, h-V^^^)V-y y^)],) 
;W'^^-i';i/) -4-^>^;v:r^^>^3;y^2^) WW. 
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TLC : Rf 0.42 (tJ7nD:^;VA : p^^^^y— ;V= 10:1) ; 
N M R (300 MHz, CDQs) : 6 0.95 (d, J = 6.32 Hz, 6H), 1.63 (m, 2H), 1.84 (m, 
IH), 2.28 (s, 6H), 4.73 (s, 2H), 5.03 (s, 2H), 5.19 (m, IH), 6.85 (d, J = 8.70 Hz, IH), 
5 6.87 (s, IH), 6.98 (s, 2H) 7.02 (dd, J = 8.70, 3.02 Hz, IH), 7.35 (m, 5H), 7.57 (d, J = 
3.02 Hz, IH), 7.94 (d, J = 8.52 Hz, lH)o 

mmme o 6 5) 

2- (2- ( (3-^9=-;i/- 1- (3, 5-p^^j)yya^=-;]^) r^;i/) ti 
10 ;w^'^-f;l/) -4- (2 -^DD- 6 -7;v;rD^>$^;i/::r^sy) yj^j:^ 




TLC : Rf 0.42 (^UUTi^JVA : ;i/= 10:1) ; 

NMR (300 MHz, CDCI3) : 6 0.96 (d, J = 6.32 Hz, 6H), 1.66 (m, 2H), 1.84 (m, 
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IH), 2.30 (s, 6H), 4.76 (s, 2H), 5.16 (s, 2H), 5.20 (m, IH), 7.01 (m, 6H), 7.28 (m, 
2H), 7.49 (d, J = 3.02 Hz, IH) 7.54 (d, J = 7.97 Hz, lH)o 



10 -t^mm^h^^nt^o 

TLC:Rf 0.50 :mm:^^))y=9 : 1) o 



4- [4- (t-yh^zytijv-r^—j]/) -2-—huyj^=.jv2 y^>m^ 

15 



(tSe-fbbfe^cD^ I9.6g) cdt^ h^t Fd:7^> (10 0ml) 
t^yu^3::.^> (0.1ml) ^^^o;l^ 5^^M:^bfeo ^tllZhV 

p<5^;v->u;i/^D^^ F (o.imi) ^^{c5^p^m#bfe^s mm, 

20 Tl:4-3— K:7*iS'>^p<5=-;|/(45.6g)CD5^h^t FD7^>(10 0ml) 




^#^J 1 0 




OCH; 



13 
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— ^md-^W^iyrciih^^ (34.9g) cdt^ h^t H^n:7^> (10 0 
ml) m&i^ir.U'fh (1, I'-ifx y ) y^-u^y) 

5 71'^>^>^A (II) (2.20g) ^m^r^o eiCDM^{c:Jii3-t!^agbfeMS&4- 
3— F:7^5'>^^^;i/0^ h^t Fd:7^>^^^ ( 2 0 Ommo l^fg^) ^ 
mUl^ 1 5^^A^tT?^Tb:feo ?I^^^^T«3 0^^, 6 0°C-t 3 0^ 

A^n x'h^5^^:7^— (^:3f:.-i^> : g^^3i5^;i/= 9 : 1^4 : 1) T-M^b 

iiiT(Dm'mu^m-r^mm.^h^m (24.47 g) ^f#fco 

T L C : R f 0.24 (^^i^> : i^M^5^;V= 9 : 1 ) o 



15 ^mm 1 1 

4- (4-:^7;i/4^^^$^-2 hn:7 3^r:;i/) 7'^$^ 




OCH. 



#^#!I1 0T-M?tb:fe^b^ (24.4g) (DT-V-;i/ (3 8ml) ^^{C, 

h u:7;i/;tP@^it (2 9ml) ^m^. u-^^^ 6 o°c7: immmwvtco 
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T L C : R f 0.31 : mB.^^J\^= 1 : 1 ) o 

1 2 



##^J1 ll!^3l§bfe<b^#J (I5.58g) . hV:r.^^VT^> (10.6ml) 
(Dy^ h^tFD:7^>(60ml) mm^^ 7K^Tll\ ^ D D ^m^^^J]^ (6.2 

•^^m^hV^A (11.1 g) ©7jc (6 0ml) M{::^JC^^T-???i§TbTv ^1-^- 

^)v=2 : 1-^1 : Dummi^x. iix-f0mmM^^ir^mm.^h-^^ (12.26 

g) ^f#feo 

TLC : Rf 0.46 (^=3pi^>' : i^^:n^;i/= 1 : 1) o 

1 3 

4- [4- (t -y^5=-;VS^^5=-;i/S^U;i/;^^>>p<5^;i/) -2-:::ihn7air: 
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##^J1 2X'mmVtci^h^ (4.078g) iBXV^4 ^W-)]^ (l.646g) © 
N, N-i^^^^JVTt^JVAT^ F (2 0ml) vm-St^, zK^^T-^ t 
:^^;V->V;]y^t2V F (2.664g) ^iD^. S^^^MT'^^Ji^bfeo M 

5 ;jsm^i^t37jc^*p^^ ^^-t^v-tttmufeo ^^^7jc"ti!5fe#u m:^mm. 

TLC : Rf 0.69 :mm=J=^'^Jly= S : 1) o 



10 #%#iJ 1 4 




3xmmvr^^h^m (6.02 g) ;i/ (3 omi) ^^st^. 

15 (4 2 omg) ^iD;t. 7KmmmMTmux immw. 

(5.43 g) :fef#feo 
TLC : R f 0.38 (^^I^V : ®^^J::5^;i/= 4 : 1 ) o 



20 ^mm 1 5 
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4- [4- (t->^5^;vs^p<^;i/>>u;i/:^=^s^p<^;i/) -2 - [i- (i- 




T;vrf>#H^Ts ##^J 1 4i^m^hrz^h^ (5.43g) *5J:t>*tf U i:^> 
5 (2.60m 1 ) omt^ (20ml) mm^. zK^^Ttr a-^^J]y- 1 - 
i-y^jmm^XJ^^ F (3.52g) CDJ^^bp<5=-V> (1 0ml) ^^?iTU 

10 ^h-^^mco 

TLC : Rf 0.39 :Ma:5=-;i/=4 : 1) o 

4- (2- ( (2- (i~y^]y>-i — r;i/) rD/iy-i';i/) r^y) -4 
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##^J1 S-^MBbfe-fb-^cDT^ h^t Kd:7^> (3 0ml) mmi^^ 

Y'y'^^)\y'ry=^-t?h.-y)V'^'y^ Y (2 4ml) ^^ID^. m-^tJ^M?^-^ 
T L C : R f 0.27 : mm^9-JV= 1 : 1 ) o 

mmmi (a) 

4- (2- (1- (l-^-y^jv) :r.^;i') :>f7;i/^^;i/:p^ y -4-t Fd 



##f [| 1 5 TMiit b/feYb-a-^©^ h^liFD:7^> (30ml) 
h^7'5^;i/T>^::ie7A7;i/;r'^^ F (2 4ml) mw^. U-^^mW^ 

{-^§^U mm:, a^bfeo aM^Mj^5^;i/-^^-y->J:DSIg^bT. 

^M-fb-^t? (5.02g) &f#feo 

T L C : R f 0.27 : @^^rc5=-;i/= 1 : 1) o 

mmmi (h) 

4- (2- ( (2- (::^:7^5'l/>- l-^;i/) rD7iy-r;i/) T^y) -4 
- (4-3^h:3ps>'7aay:3f^$^^5=-;i/) 73^r:;i/) i:/^?' >^^5^;i/3^X7^;i/ 
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^^j7 (a) t:»M3ltbfe'^b■^*5ckt^'ffi^■r^'^b^%^fflv^T^ mmm 

T L C : R f 0.47 (n-^^D-> : #^3^5^;!/= 2 : 1 ) o 

5 

mmmi (b- n -^t (b-2) 
10 mmmi (b-i) 

2- (2- ( (4-p<5^;i/-2- (:^:7^$^l/>- 1 — r;i/) '^ViS^y^;!/) 




TLC : Rf 0.52 (n-^^-y-> : i^^a^9=-;i/= 3 : 1) o 

15 

mmmi (b-2) 
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2- (2- ( (2- (4 -7;i/:^DrJ-7^i/>- 1 — rn^'^^-r;^) 




TLC:Rf 0.56 (n-^=3p-tl-> :S^mj:^5^;V=2 : 1) o 

4- (2- ( (2- l/>- i--r;i/) rD/l7-f;V) 7*5:^) -4 




10 mmmi (b) -t!^3gbfc'^b'a^:fecfcmi^-r^'^t^^*Mv^T^ hm^j 

T L C : R f 0.45 ; 

NMR (300 MHz, DMSO-dg) : 6 12.08 (br, IH), 9.58 (s, IH), 8.32 (d,J=8.1 
Hz, IH), 7.94 (m, IH), 7.83 (d, J = 8.1 Hz, IH), 7.62 - 7.46 (m, 4H), 7.38 (bs, IH), 
15 7.16 (m, 2H), 6.88 (d, J = 9.0 Hz, 2H), 6.81 (d, J = 9.0 Hz, 2H), 4.94 (s, 2H), 4.71 
(q, J = 6.9 Hz, IH), 3.91 (q, J = 6.9 Hz, 2H), 2.43 (m, 2H), 2.02 (t, J = 7.5 Hz, 2H), 
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1.60 (d, J =6.9 Hz, 3H), 1.56 (m,2H), 1.27 (t, J = 6.9 Hz, 3H)o 

mmms (p-^mmms (i3 6) 
mmm7 (b-i)^ 7 (b-2) •^mm\^r^^\j^^rci,±mmir^^t^ 

mmms (i) 

(2E) -3- (2- ( (2- (:^7^57l/>-2— r;V) T-fe^;i/) 

-4- 1 --r;i/^5=-;i/) y:^~;v) -2-yu^>m 

^COOH 



T L C : R f 0.42 UW^^VA : — ;i/= 9:1) ; 

NMR (300 MHz, DMSO-dg) : 6 10.12 (bs, IH), 7.94-7.70 (m, 7H), 7.57-7.41 (m, 
4H), 7.24 (s, IH), 7.02 (d, J = 8.1 Hz, IH), 6.46 (d, J = 16 Hz, IH), 6.25 (t, J = 2.0 
Hz, IH), 5.32 (s, 2H), 3.85 (s, 2H)o 

mmms (2) 

2- (2- ( (4-pi5^;i/-2- {i-y^\y>-i — r;^) ^>i57y-r;i/) 
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TL C : Rf 0.50 (^nD:?i^;i/A : ;i/= 10:1) ; 

NM R (300 MHz, DMSO-dJ : 6 9.62 (s, IH), 8.32 (d, J = 8.4 Hz, IH), 7.91 (d, J 
= 8.1 Hz, IH), 7.78 (d, J = 8.7 Hz, IH), 7.75 (m, IH), 7.65-7.39 (m, 4HX 7.34 (s, IH), 
5 7.23 (m, 2H), 7.00 (d, J = 8.1 Hz, IH), 6.88 (d, J = 7.8 Hz, IH), 6.79 (m, IH), 5.12 (t, 
J = 5.7 Hz, IH), 4.60 (m, IH), 4.41 (d, J = 5.4 Hz, IH), 4.30 (d, J = 16.2 Hz, IH), 
4.18 (d, J = 16.2 Hz, IH), 1.93 (m, IH), 1.47 (m, 2H), 0.92 (d, J = 6.3 Hz, 3H), 0.80 
(d, J = 6.3 Hz, 3H)o 



10 mmms o) 

2- (2- ( (4-^5^;i/-2- (i-y^iy>-l--iJ]/) ^>^y-r;i') 




T L C : R f 0.62 : mM=^^J^= 1:2); 

15 N M R (300 MHz, DMSO-dJ : 6 8.15 (s, IH), 8.10-7.98 (m, 2H), 7.83 (m IH), 
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7.67 (m, IH), 7.60-7.41 (m, 3H), 7.32-7.20 (m, 3H), 7.17-6.96 (m, 3H), 6.81 (d, J = 
7.2 Hz, IH), 4.37 (t, J = 7.5 Hz, IH), 4.08 (d, J = 16.2 Hz, IH), 3.80 (d, J = 16.2 Hz, 
IH), 3.18 (s, 3H), 2.14 (m, IH), 1.73 (m, IH), 1.59 (m, IH), 0.96 (d, J = 6.6 Hz, 3H), 
0.89 (d, J = 6.6 Hz, 3H)o 

^^J8 (4) 

2- (2- ( i4-y<^JV-2- 



TLC : Rf 0.54 (i^DD/fc;i/A : p<^y~;i/=8 : 1) ; 
NMR (300 MHz, DMSO-d^) : 6 9.85 (s, IH), 9.67 (bs, IH), 8.32 (d, J = 8.4 Hz, 
IH), 7.91 (d, J = 7.8 Hz, IH), 7.78 (d, J = 8.1 Hz, IH), 7.73 (m, IH), 7.64-7.35 (m, 
6H), 7.28-7.15 (m, 2H), 6.86 (d, J = 8.4 Hz, IH), 6.78 (m, IH), 4.60 (m, IH), 4.26 (d, 
J = 16.5 Hz, IH), 4.13 (d, J = 16.5 Hz, IH), 1.97 (s, 3H), 1.92 (m, IH), 1.52-1.36 (m, 
2H), 0.92 (d, J = 6.3 Hz, 3H), 0.80 (d, J = 6.3 Hz, 3H)o 

mmms (s) 

2- (2- ( (4-p<5^;i/-2- — r;v) ^>^y-r;i/) 
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T L C : R f 0.54 D n:ii^;i/A J — 8:1) ; 
N M R (300 MHz, CDCI3) : d 8.05 (d, J = 8.1 Hz, IH), 7.97 (bs, 2H), 7.82 (d, J = 
7.5 Hz, IH), 7.68 (d, J = 7.5 Hz, IH), 7.63 (d, J = 7.8 Hz, IH), 7.55-7.40 (m, 2H), 
5 7.35-7.21 (m,3H), 7.15 (in,lH), 7.08-6.96 (m, 2H), 6.83 (d, J = 8.1 Hz, IH), 6.64 (s, 
IH), 4.38 (t, J = 7.2 Hz, IH), 4.02 (d, J = 16.5 Hz, IH), 3.78 (d, J = 16.5 Hz, IH), 
2.99 (s, 3H), 2.15 (m, IH), 1.75 (m, IH), 1.60 (m, IH), 0.96 (d, J = 6.6 Hz, 3H), 0.89 
(d, J = 6.6 Hz, 3H)o 

10 ^#08 (6) 

2- (2- ( (4-pi5^;i/-2- (dry^>\yl^-l-^)^y) ^y^^^Jl/) 

T5:y) -4- (N-p?iy;i/-N-p<5^;i/T^y) ^>5^;i/) ^mmm. 




TLC : Rf 0.59 (^^Dn5j^;i/A : pi^y— ;i/=8 : 1) ; 
15 N M R (300 MHz, CDCI3) : 6 8.20 (d, J = 2.1 Hz, IH), 8.07 (m, IH), 8.04 (m, IH), 
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7.84 (m, IH), 7.69 (d, J = 6.9 Hz, IH), 7.59 (d, J = 7.5 Hz, IH), 7.55-7.44 (m, 2H), 
7.34-7.23 (m, 3H), 7.18-7.10 (m, 2H), 7.05 (d, J = 8.4 Hz, IH), 6.87 (d, J = 7.8 Hz, 
IH), 4.38 (t, J = 7.2 Hz, IH), 4.06 (d, J = 16.5 Hz, IH), 3.80 (d, J = 16.5 Hz, IH), 
332 (m, 3H), 2.89 (s, 3H), 2.15 (m, IH), 1.76 (m, IH), 1.61 (m, IH), 0.97 (d, J = 6.6 
Hz, 3H), 0.91 (d, J = 6.6 Hz, 3H)o 

mmms (i) 

2- (2- ( (4-^^j]/-2- — r;v) ^>^y-r;i/) 
TKJ) -4- (if^^/— 1 — f ^>s^;i/) ^mmw. 



TL C : Rf 0.49 : p<^y— ;i/= 10:1) ; 

NMR (300 MHz, CDCI3) :6 8.05 (m, IH), 7.99 (s, IH), 7.91 (s, IH), 7.80 (m, 
IH), 7.66 (d, J = 7.8 Hz, IH), 7.58 (m, 2H), 7.49-7.38 (m, 3H), 7.34-7.07 (m, 4H), 
6.82 (d, J = 7.5 Hz, IH), 6.77 (d, J = 7.5 Hz, IH), 6.63 (d, J = 8.1 Hz, IH), 6.29 (s, 
IH), 5.23 (s, 2H), 4.33 (m, IH), 3.86 (d, J = 16.8 Hz, IH), 3.69 (d, J = 16.8 Hz, IH), 
2.12 (m, IH), 1.69 (m, IH), 1.56 (m, IH), 0.93 (d, J = 6.3 Hz, 3H), 0.86 (d, J = 6.3 
Hz, 3H)o 

^^J8 (8) 

2- (2- ( (4-p?5=-;i/-2- ^>^^4)V) 




469 



wo 03/016254 



PCT/JP02/08120 




T L C : R f 0.52 (i^ UW^JVA : J ~;i/= 10:1) ; 
NMR (300 MHz, CDCI3) : 6 8.08 (bs, IH), 8.05 (d, J = 7.8 Hz, IH), 7.81 (m, IH), 
5 7.72 (m, IH), 7.74-7.58 (m, 2H), 7.46 (m, 2H), 732-7.08 (m, 4H), 7.03 (m, 2H), 6.80 
(d, J = 7.8 Hz, IH), 4.43 (s, 2H), 4.34 (t, J = 7.5 Hz, IH), 4.07 (d, J = 16.5 Hz, IH), 
3.84 (d, J = 16.5 Hz, IH), 3.39 (s, 3H), 2.16 (m, IH), 1.72 (m, IH), 1.61(m, IH), 
0.96 (d, J = 6.3 Hz, 3H), 0.89 (d, J = 6.3 Hz, 3H)o 



10 ^^J8 (9) 

4- (2- ( (2- — f;i/) 7°D/iy-i';v) t^j) -4 



COOH 




T L C : R f 0.45 (#Mrc5^;i/) ; 
15 NMR (300 MHz, CD3OD) : 6 8.30-8.25 (m, IH), ISiyi.Kl (m, IH), 7.81 (t, J = 
8.1 Hz, IH), 7.67-7.44 (m, 4H), 7.33 (s, IH), 7.13-7.08 (m, 2H), 4.71 (q, J = 7.2 Hz, 
IH), 4.53 (s, 2H), 2.34-2.27 (m, 2H), 1.96 (t, J = 7.2 Hz, 2H), 1.73 (d, J = 7.2 Hz, 
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3H), 1.55-1.44 (m,2H)o 

mmms (i o) 

4- (2- ( (2- (i-yd^]y>- 1--(JV) yxi;^y^^)V) T^y) -4 

l^^COOH 



T L C : R f 0.40 : mm:^^JV= 1:2) ; 

NMR (300 MHz, CDCI3) : 6 8.14 (d, J = 7.5 Hz, IH), 7.93-7.84 (m, 3H), 7.63 (d, 
J = 6.6 Hz, IH), 7.58-7.50 (m, 3H), 7.12 (s, IH), 7.02-6.95 (m, 2H), 4.57 (q, J = 6.9 
10 Hz, IH), 4.39 (s, 2H), 3.36 (s, 3H), 1.94-1.89 (m, 4H), 1.83 (d, J = 6.9 Hz, 3H), 1.30- 
1.20 (m, 2H)o 

mmms ( i p 

4- (2- ( (2- (i-y^uy- 1-^ ;v) yu^^j^)]/) T^y) -4 

15 ipsy^^^;!/^^!^;!/) y^^ym 



TLC : Rf 0.55 (^:3p-y-> : i^^a:^;V= 1:2); 

NMR (300 MHz, CDCI3) : 6 8.14 (d, J = 8.1 Hz, IH), 7.98 (s, IH), 7.93-7.84 (m. 
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2H), 7.63 (d, J = 6.6 Hz, IH), 7.58-7.50 (m, 3H), 7.30-7.24 (m, 2H), 7.13-7.09 (m, 
2H), 7.01-6.92 (m, 4H), 4.99 (s, 2H), 4.57 (q, J = 7.2 Hz, IH), 1.95-1.90 (m, 4H), 
1.84 (d, J = 7.2 Hz, 3H), 1.30-1.20 (m, 2H)o 

^^J8 ( 1 2) 

2- (2- ( (4-p<5^;i/-2- (i-y-^^iyy-i-'^jv) ^y^^^ji) 




TLC : Rf 0.47 (^utJ-^i^JVA : ;i/= 10:1) ; 

NMR (300 MHz, DMSO-dJ : d 9.72 (bs, IH), 8.32 (m, IH), 7.91 (d, J = 7.8 Hz, 
IH), 7.79-7.74 (m, 2H), 7.63-7.39 (m, 5H), 7.30-7.20 (m, 2H), 7.08 (dd, J = 7.8, 1.8 
Hz, IH), 6.91 (d, J = 7.8 Hz, IH), 6.80 (m, IH), 4.63 (dd, J = 8.7, 4.8 Hz, IH), 4,40 
(s, 2H), 4.32 (d, J = 16.2 Hz, IH), 4.19 (d, J = 16.2 Hz, IH), 2.87 (s, 3H), 1.91 (m, 
IH), 1.56-1.36 (m, 2H), 0.92 (d, J = 6.3 Hz, IH), 0.80 (d, J = 6.3 Hz, lH)o 

^^J8 (13) 

4- (2- ( (2- a-y^u^-i — r;i/) rn>'^y-r;i/) T^y) -4 
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TLC : Rf 0.35 : ®^^a^5^;i/= 1:1) ; 

NMR (300 MHz, DMSO-dfl) :S 12.03 (s, IH), 9.45 (s, IH), 8.31 (d, J = 8.1 Hz, 
IH), 7.94 (dd, J = 8.1, 1.5 Hz, IH), 7.83 (d, J = 8.1 Hz, IH), 7.62 - 7.47 (m, 4H), 
7.24 (d, J = 1.8 Hz, IH), 7.10 (d, J = 7.8 Hz, IH), 7.04 (dd, J = 7.8, 1.8 Hz, IH), 4.69 
(q, J = 6.9 Hz, IH), 3.61 (s, 2H), 2.40 (m, 2H), 2.01 (t, J = 7.5 Hz, 2H), 1.92 (s, 3H), 
1.60 (d, J = 6.9 Hz, 3H), 1.55 (m, 2H)o 

mmms a 4) 

4- (2- ( (2- a-y^-uiy-i-^jv) rn/^y-r;^) T^y) -4 




TLC : Rf 0.63 (^DD5fc;VA : y<^y—J]/= 9:1); 
NMR (300 MHz, DMSO-d^) : 6 12.03 (s, IH), 9.52 (s, IH), 8.31 (d, J = 8.1 Hz, 
IH), 7.94 (dd, J = 8.1, 1.5 Hz, IH), 7.83 (d, J = 8.1 Hz, IH), 7.63 - 7.47 (m, 4H), 
7.26 (s, IH), 7.16 (d, J = 7.8 Hz, IH), 7.05 (dd, J = 7.8, 1.5 Hz, IH), 4.70 (q, J = 6.9 
Hz, IH), 4.05 (d, J = 12.6 Hz, IH), 3.85 (d, J = 12.6 Hz, IH), 2.45 (s, 3H), 2.42 (m, 
2H), 2.02 (t, J = 7.2 Hz, 2H), 1.60 (d, J = 6.9 Hz, 3H), 1.55 (m, 2H)o 
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mmm8 (i 5) 

4- (2- ( (2- y'U^-^y^;]y) T^J) -4 



5 T L c : R f 0.51 (mm^^^ji^) ; 

NMR (300 MHz, DMSO-dg) : 6 12.04 (s, IH), 9.55 (s, IH), 8.31 (d, J = 8.1 Hz, 
IH), 7.95 (m, IH), 7.83 (d, J = 8.1 Hz, IH), 7.63 - 7.47 (m, 4H), 7.35 (d, J = 1.2 Hz, 
IH), 7.19 (d, J = 7.8 Hz, IH), 7.14 (dd, J = 7.8, 1.2 Hz, IH), 4.71 (q, J = 6.9 Hz, IH), 
4.40 (s, 2H), 2.87 (s, 3H), 2.42 (m, 2H), 2.03 (t, J = 7.2 Hz, 2H), 1.60 (d, J = 6.9 Hz, 
10 3H), 1.57 (m, 2H)o 

mmm 8 ( i 6 ) 

4- (2- ( (2- 1 rD>'i7-r;i/) T^y) -4 



TL C : Rf 0.10 (^^D07}^;i/A : ;i/= 5 : 1) ; 

NMR (300 MHz, DMSO-dg) : d 8.39 (d, J = 9.1 Hz, IH), 7.93 (d, J = 7.2 Hz, IH), 

7.82 (d, J = 7.2 Hz, IH), 7.63-7.47 (m, 4H), 7.45 (brs, IH), 7.14 (s, 2H), 4.84 (q, J = 




15 
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6.9 Hz, IH), 3.80 (s, 2H), 2.59-2.42 (m, 2H), 2.01 (t, J = 7.2 Hz, 2H), 1.60 (d, J = 6.9 
Hz, 3H), 1.62-1.56 (m, 2H)o 

^^J8 (1 7) 

4- (2- ( (2- 1 -ru/ij^jv) T^J) -4 

r^COOH 



TLC : Rf 0.59 (^DD7f^;i/A : j^^j~-;]y= 5:1) ; 

NMR (300 MHz, DMSO-d^) : S 9.46 (brs, IH), 8.34-8.25 (m, 2H), 7.94 (d, J = 8.1 
Hz, IH), 7.83 (d, J = 7.8 Hz, IH), 7.61-7.47 (m, 4H), 7.16 (brs, IH), 7.09 (d, J = 7.8 
Hz, IH), 6.98 (d, J = 8.1 Hz, IH), 4.68 (q, J = 7.2 Hz, IH), 4.15 (d, J = 5.7 Hz, 2H), 
2.44-2.35 (m, 2H), 2.00 (t, J = 7.2 Hz, 2H), 1.82 (s, 3H), 1.59 (d, J = 6.6 Hz, 3H), 
1.56-1.48 (m, 2H)o 

8(18) 

4- (2- ( (2- (i-:7^u>- yu^i^-fjv) t^j) -4 

-p<:^;i/T^yp<5^;i/7 3;-;i/) y^i^m 

r^cooH 
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TL C : Rf 0.53 (i^UU■!i^;]/A : ;i/= 9:1) ; 

NMR (300MHz,CDCl3) <5 9.51 (s, IH), 8.32 (d, J = 8.1 Hz, IH), 7.95 (d, J = 
7.8 Hz, IH), 7.83 (d, J = 8.1 Hz, IH), 7.62-7.48 (m, 5H), 7.28 (brs, IH), 7.14 (d, J = 
7.5 Hz, IH), 7.08 (dd, J = 7.8, 1.5 Hz, IH), 4.70 (q, J = 7.2 Hz, IH), 4.06 (d, J = 6.3 
Hz, 2H), 2.81 (s, 3H), 2.45-2.37 (m, 2H), 2.01 (t, J = 7.5 Hz, 2H), 1.60 (d, J = 6.9 Hz, 
3H), 1.61-1.50 (m, 2H)o 

mmms a 9) 

4- (2- ( (2- — (ji) y'vi;^^^)]y) t^J) -4 
- (N-^s^;i/-N-^5^;i/T^y^5^;i/) 7rc-;i/) >^i5?>^ 

r^cooH 



TLC : Rf 0.58 (^Dn3^;i/A : pi^J'y— ;i/=9 : 1) ; 
NMR(300MHz,CDCl3) - ^ 8.13 (d, J = 8.7 Hz, IH), 7.93-7.85 (m, 3H), 7.63 (d, 
J = 6.3 Hz, IH), 7.59-7.49 (m, 3H), 7.17 (brs, IH), 7.05 (dd, J = 8.1, 1.5 Hz, IH), 
6.99 (d, J = 8.1 Hz, IH), 4.57 (q, J = 7.5 Hz, IH), 4.25 (s, 2H), 2.83 (s, 3H), 2.76 (s, 
3H), 1.94-1.89 (m, 4H), 1.83 (d, J = 6.9 Hz, 3H), 1.31-1.22 (m, 2H)o 



4- (2- ( (2- y^uj^J^)],) TXJ) -4 
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T L C : R f 0.65 (mm:^^JV) ; 

NMR (300 MHz, DMSO-dJ : 6 12.03 (s, IH), 10.18 (s, IH), 9.53 (s, IH), 8.33 
(d, J = 8.7 Hz, IH), 7.96-7.91 (m, 3H), 7.84 (d, J = 8.1 Hz, IH), 7.72 (d, J = 2.4 Hz, 
5 IH), 7.61-7.47 (m, 8H), 7.13 (d, J = 8.4 Hz, IH), 4.71 (q, J = 7.2 Hz, IH), 2.44-2.38 
(m, 2H), 2.03 (t, J = 7.5 Hz, 2H), 1.62-1.55 (m, 5H)o 

mmm8 (21) 

4- (2- ( (2- y^^^^^^j^^ T^J) -4 




T L C ; R f 0.65 i.Wm^^)]y) ; 

NMR (300 MHz, CDCI3) : 6 8.11-8.07 (m, IH), 7.92-7.76 (m, 4H), 7.66 (s, IH), 
7.59-7.47 (m, 5H), 7.42-7.37 (m, 2H), 7.16 (s, IH), 6.99 (s, IH), 6.92 (dd, J = 8.1, 
15 2.1 Hz, IH), 6.84 (d, J = 8.4 Hz, IH), 4.56 (q, J = 7.2 Hz, IH), 1.91-1.78 (m, 7H), 
1.23-1.12 (m, 2H)o 

mmms (22) 

4- (2- ( (4-^9-J]^-2- (±y^lyy-l — ( y^y^y^j],) 
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TLC : Rf 0.53 (^Dn3}^;VA : ^^y— ;i/= 10:1) ; 
NMR (300 MHz, DMSO-d^) : 6 9.57 (s, IH), 8.39 (d, J = 8.1 Hz, IH), 7.93 (d, J 
5 = 7.8 Hz, IH), 7.81 (d, J = 8.1 Hz, IH), 7.66 (d, J = 7.2 Hz, IH), 7.63-7.44 (m, 3H), 
7.33-7.13 (m, 5H), 6.98-6.87 (m, 3H), 5.00 (s, 2H), 4.67 (m, IH), 2.45-2.33 (m, 2H), 
2.12 (m, IH), 1.98-1.89 (m, 2H), 1.66-1.43 (m, 4H), 1.05 (d, J = 6.3 Hz, 3H), 0.91 (d, 
J = 6.3 Hz, 3H)o 



10 mmms (23) 

4- (2- ( (2- (i-^^]y>-i-^jv) rD>'iy-r;v) T^y) -4 
- (2-;t-=^vt:us?>- 1 — f;^'^5^;v) y^>m 



COOH 




T L C : R f 0.35 (i^^:c5=-;i/) ; 
15 NMR (300 MHz, DMSO-dJ : 6 12.02 (s, IH), 9.47 (s, IH), 8.29 (d, J = 8.1 Hz, 
IH), 7.94 (d, J = 7.8 Hz, IH), 7.83 (d, J = 7.8 Hz, IH), 7.73 (dd, J = 6.6, 2.1 Hz, IH), 
7.60-7.46 (m, 4H), 7.42-7.34 (m, IH), 7.23 (d, J = 1.8 Hz, IH), 7.12 (d, J = 8.1 Hz, 
IH), 7.02 (dd, J = 8.1, 1.8 Hz, IH), 6.38 (d, J = 9.0 Hz, IH), 6.20 (dt, J = 1.5, 6.6 Hz, 
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IH), 5.01 (s, 2H), 4.69-4.64 (m, IH), 2.40-2.35 (m, 2H), 1.99 (t, J = 7.5 Hz, 2H), 
1.59-1.50 (m, 5H)o 

mmms (24) 

4- (2- ( (2- (:^:7^$^l/>- yti/^^4J\y) T^y) -4 




T L C : R f 0.60 (mm:r.^JV) ; 

NMR (300 MHz, DMSO-dg) :6 12.04 (s, IH), 9.52 (s, IH), 8.32-8.29 (m, 2H), 
8.15 (d, J = 4.5 Hz, IH), 7.95 (dd, J = 7.8, 1.5 Hz, IH), 7.83 (d, J = 8.1 Hz, IH), 
7.61-7.40 (m, 6H), 7.31 (dd, J = 8.1, 4.5 Hz, IH), 7.19 (s, 2H), 5.10 (s, 2H), 4.70 (q, 
J = 7.2 Hz, IH), 2.44-2.41 (m, 2H), 2.02 (t, J = 7.2 Hz, 2H), 1.61-1.51 (m, 5H)o 

mmms (25) 

4- (2- ( (2- (i-y^iy>- rD^iy-f;i/) T^y) -4 

-:7jcr:;i/5^:tp<5^;i/:7 3L-;i/) y^>m. 

r^^COOH 




T L C : Rf 0.50 (^^V> : M:i^5^;i/= 1:2) ; 
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N M R (300 MHz, DMSO-dfi) : 6 12.00 (br s, IH), 9.46 (s, IH), 8.30 (d, J = 8.4 Hz, 
IH), 7.95 (d, J = 7.8 Hz, IH), 7.83 (d, J = 7.8 Hz, IH), 7.61-7.47 (m, 4H), 7.32-7.23 
(m, 5H), 7.17-7.12 (m, IH), 7.08 (s, 2H), 4.68 (q, J = 6.9 Hz, IH), 4.17 (s, 2H), 2.41- 
2.36 (m, 2H), 2.00 (t, J = 7.5 Hz, 2H), 1.59 (d, J = 6.9 Hz, 3H), 1.56-1.51 (m, 2H)o 



^^08 (2 6) 

4- (2- ( (2- (i-y^uy- rD7^y-r;v) t^j) -4 

-y a^-jVT^^ ;^^J]/y 3^~J]/) -y'^i/W. 

r^cooH 



10 TLC : Rf 0.50 (^^-y-V : S^^a^5^;V= 1:2) ; 

NMR (300 MHz, DMSO-dfi) : 6 Vim (s, IH), 9.44 (s, IH), 8.29 (d, J = 7.8 Hz, 
IH), 7.95-7.92 (m, IH), 7.82 (d, J = 7.8 Hz, IH), 7.58-7.46 (m, 4H), 7.28 (s, IH), 
7.09 (s, 2H), 7.03-6.97 (m, 2H), 6.53-6.45 (m, 3H), 6.17 (t, J = 6.0 Hz, IH), 4.67 (q, 
J = 7.2 Hz, IH), 4.16 (d, J = 6.0 Hz, 2H), 2.40-2.35 (m, 2H), 2.00 (t, J = 7.5 Hz, 2H), 

15 1.60-1.50 (m, 5H)o 

g^^J8 (2 7) 

4- (2- ( (2- (±:7^i/>- i--r;p) rn/iy-r;!/) T^y) -4 



5 




wo 03/016254 



PCT/JP02/08120 




T L C : R f 0.40 ; 

NMR (300 MHz, DMSO-dg) : 6 12.03 (s, IH), 9.50 (s, IH), 8.31 (d, J = 8.4 Hz, 
IH), 7.97-7.94 (m, IH), 7.84 (d, J = 7.8 Hz, IH), 7.60-7.46 (m, 9H), 7.14-7.13 (m, 
5 IH), 7.06 (d, J = 7.8 Hz, IH), 6.86-6.83 (m, IH), 4.69 (q, J = 6.9 Hz, IH), 4.20-4.15 
(m, IH), 3.98-3.92 (m, IH), 2.43-2.39 (m, 2H), 2.03-1.98 (m, 2H), 1.60-1.52 (m, 5H) o 



8 (2 8) 



4- (2- ( (2- (±y^\y>-l-4Jl) yn?^^^)]^) T^J) 



COOH 




T L C : R f 0.60 (#^a:5=-;V) ; 

NMR (300 MHz, DMSO-dg) : 6 12.03 (s, IH), 9.50 (s, IH), 8.30 (d, J = 8.4 Hz, 
IH), 7.95 (d, J = 7.8 Hz, IH), 7.84 (d, J = 7.5 Hz, IH), 7.73-7.48 (m, 9H), 7.15 (s, 
15 IH), 7.07 (d, J = 8.1 Hz, IH), 6.88 (dd, J = 7.8, 1.5 Hz, IH), 4.68 (q, J = 7.2 Hz, IH), 
4.58 (s, 2H), 2.42-2.38 (m, 2H), 1.99 (t, J = 7.5 Hz, 2H), 1.60-1.51 (m, 5H)o 



mmmd, (2 9) 

4- (2- ( (2- (:^:7^l/>- l-^;i/) y'u?^J^))y) T^y) -4 
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T L C : R f 0.13 : i^^j:5^;i'= 2:1) ; 

N M R (300 MHz, DMSO-dg) : S 9.39 (brs, IH), 8.29 (d, J = 8.7 Hz, IH), 7.94 (d, 
J = 7.8 Hz, IH), 7.83 (d, J = 7.5 Hz, IH), 7.62-7.46 (m, 4H), 7.43-7.28 (m, 5H), 
7.06-7.03 (m, 2H), 6.77 (dd, J = 8.4, 2.4 Hz, IH), 5.01 (s, 2H), 4.70 (q, J = 7.2 Hz, 
IH), 2.36 (m, 2H), 2.01 (t, J = 7.2 Hz, 2H), 1.59 (d, J = 7.2 Hz, 3H), 1.56-1.45 (m, 
2H)o 



10 ^^J8 (3 0) 

4- (2- ( (2- — r;i/) rD>'iy-<;v) T^y) -4 



COOH 




T L C : R f 0.15 (^^i^V : mm:^^)V= 2:1); 
15 NMR (300MHz,DMSO-d6) : (5 9.44 (brs, IH), 8.26 (brd, J = 8.1 Hz, IH), 7.93 
(m, IH), 7.82 (brd, J = 7.5 Hz, IH), 7.59-7.45 (m, 4H), 7.40-7.32 (m, 2H), 7.15 (d, J 
= 8.4 Hz, IH), 7.13-7.08 (m, 2H), 6.98-6.95 (m, 2H), 6.76 (dd, J = 8.4, 2.7 Hz, IH), 
4,69 (q, J = 6.9 Hz, IH), 2.45-2.40 (m, 2H), 2.04 (t, J = 7.5 Hz, 2H), 1.60-1.52 (m. 
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2H), 1.57 (d, J = 6.9 Hz, 3H)o 

mmms o i) 

3- (2- ( (4-^5^;i/-2- ^y'^J^)\y) 
5 T^y) -4-73iy:ap$/^g^;V7rc^;i/) ■yX2?-%-ym 



TLC : Rf 0.54 (^DD:tc;i/A : ^^7— ;V= 10:1) ; 
NMR (300 MHz, CDCI3) : 6 8.20 (d, J = 8.4 Hz, IH), 7.88-7.70 (m, 4H), 7.63 (d, 
J = 6.9 Hz, IH), 1.56-lAQ (m, 3H), 7.30-7.20 (m, 2H), 7.13 (m, IH), 7.03 (d, J = 7.5 
10 Hz, IH), 6.97-6.87 (m, 3H), 4.96 (s, 2H), 4.49 (t, J = 7.4 Hz, IH), 2.41-2.14 (m, 5H), 
2.01 (m, IH), 1.70 (m, IH), 1.00 (d, J = 6.6 Hz, 3H), 0.97 (d, J = 6.6 Hz, 3H) o 

mmms 02) 

4- (2- ( (4-p<5=-;v-2- (3?-:7i5^i/>- 1— r;v) ^>^y-f;i/) 
15 7-5; y) -4- (tf^y— ;i/-l — f;i/p<^;i/) 7ni-;i/) :7^^>^ 

r^cooH 





483 



wo 03/016254 



PCT/JP02/08120 



TLC : Rf 0.36 (^D07fc;i/A : pii??^— ;V= 10:1) ; 
NMR (300 MHz, CDCI3) : 6 8.21 (d, J = 7.2 Hz, IH), 7.90 (m, 2H), 7.82 (d, J = 
7.8 Hz, IH), 7.64 (d, J = 7.2 Hz, IH), 7.58-7.40 (m, 5H), 6.92 (d, J = 8.1 Hz, IH), 
6.78 (d, J = 7.8 Hz, IH), 6.26 (t, J = 2.1 Hz, IH), 5.25 (s, 2H), 4.55 (t, J = 7.2 Hz, 
IH), 2.30 (m, 2H), 2.05-1.80 (m, 3H), 1.68 (m, 2H), 1.28 (m, 2H), 1.01 (d, J = 6.6 
Hz, 3H), 0.96 (d, J = 6.6 Hz, 3H)o 

miB.ms (3 3) 

4- (2- ( (2- (±7i5'ix>-l — r;i/) rn^iy-Y;]/) r^y) -4 




TLC : Rf 0.29 : i^^j:^;V= 1:1) ; 

NMR (300 MHz, DMSO-d^) : 6 12.05 (s, IH), 9.54 (s, IH), 8.33 (d, J = 8.1 Hz. 
IH), 7.95 (m, IH), 7.84 (d, J = 8.1 Hz, IH), 7.64 - 7.37 (m, lOH), 7.33 (m, IH), 7.25 
(d, J = 8.1 Hz, IH), 4.73 (q, J = 6.9 Hz, IH), 2.45 (m, 2H), 2.05 (t, J = 7.2 Hz, 2H), 
1.62 (d, J = 6.9 Hz, 3H), 1.60 (m, 2H)o 

mmms (3 4) 

4- (2- ( (2- ii-y^\y>- y°U^-^y4)l) T^y) -4 
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T L C : R f 0.60 ; 

NMR (300 MHz, DMSO-dJ : 6 11.94 (br s, IH), 9.51 (s, IH), 9.00 (t, J = 6.9 Hz, 
IH), 8.29 (d, J = 7.2 Hz, IH), 7.95-7.80 (m, 4H), 7.57-7.44 (m, 7H), 7.24 (s, IH), 
7.12-7.05 (m, 2H), 4.68 (q, J = 6.9 Hz, IH), 4.39 (d, J = 6.9 Hz, 2H), 2.42-237 (m, 
2H), 2.00 (t, J = 7.2 Hz, 2H), 1.59-1.50 (m, 5H)o 

mmms o 5) 

4- (2- ( (2- (:h7^v>-i — r;i/) rn/iy-i';!^) T^y) -4 

r^cooH 




TLC : Rf 0.50 : pi^S^y— ;V=9 : 1) ; 

NMR (300 MHz, DMSO-dfi) : 6 12.03 (br s, IH), 9.54 (s, IH), 8.52 (d, J = 6.9 Hz, 
2H), 8.31 (d, J = 7.8 Hz, IH), 7.94 (dd, J = 7.8, 1.5 Hz, IH), 7.83 (d, J = 7.8 Hz, IH), 
7.61-7.47 (m, 4H), 7.43 (s, IH), 7.25-7.22 (m, 4H), 5.22 (s, 2H), 4.71 (q, J = 7.2 Hz, 
IH), 2.46-2.44 (m, 2H), 2.03 (t, J = 7.2 Hz, 2H), 1.69-1.51 (m, 5H)o 

mmms (3 6) 

4- (2- ( (2- (i-y^iy^- :7-n/^y-r;v) T5:y) -4 
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T L C : R f 0.22 (^^^-^ : @^^j:5=-;i/= 1:1); 
N M R (300 MHz, CD3OD) : 6 8.28 (brd, J = 8.7 Hz, IH), 7.91 (brd, J = 8.1 Hz, 
5 IH), 7.82 (brd, J = 8.4 Hz, IH), 7.65 (brd, J = 6.6 Hz, IH), 7.60-7.47 (m, 4H), 7.29 
(brs, IH), 7.22 (brt, J = 8.7 Hz, 2H), 7.09 (brs, 2H), 6.90-6.85 (m, 3H), 4.72 (q, J = 
7.2 Hz, IH), 4.13 (t, J = 6.9 Hz, 2H), 3.02-2.97 (m, 2H), 2.33-2.28 (m, 2H), 1.96- 
1.94 (m, 2H), 1.73 (d, J = 7.2 Hz, 3H), 1.53-1.48 (m, 2H)o 



10 mmma o ?) 

4- (2- ( (2- {±y^u>-i — r;i/) yv2?'^y^j]y) t^j) -a 



COOH 




TLC : Rf 0.35 (^^V-> : @^^3^5^;i/= 1:2); 
15 NMR (300 MHz, DMSO-d^) : 6 12.04 (s, IH), 9.50 (s, IH), 8.30 (d, J = 8.7 Hz, 
IH), 8,15 (dd, J = 5.4, 1.5 Hz, IH), 7.95 (d, J = 7.8 Hz, IH), 7.83 (d, J = 7.8 Hz, IH), 
7.7.-7.67 (m, IH), 7.61-7.47 (m, 4H), 7.36 (s, IH), 7.21-7.14 (m, 2H), 6.99-6.95 (m, 
IH), 6.83 (d, J = 8.4 Hz, IH), 5.26 (s, 2H), 4.69 (q, J = 7.2 Hz, IH), 2.44-2.39 (m. 



486 



wo 03/016254 



PCT/JP02/08120 



2H), 2.02 (t, J = 7.8 Hz, 2H), 1.61-1.53 (m, 5H)o 



^^J8 (3 8) 

4- (2- ( (2- rn/^y-r;i/) T^.y) -4 



COOH 




T L C : R f 0.50 (^^i^V : i^^rn5^;V= 1:2); 

NMR (300 MHz, DMSO-dg) : (5 12.02 (s, IH), 9.43 (s, IH), 8.28 (d, J = 7.5 Hz, 
IH), 7.95-7.92 (m, IH), 7.82 (d, J = 8.1 Hz, IH), 7.56-7.45 (m, 4H), 7.18-7.07 (m, 
4H), 6.93 (dd, J = 7.8, 1.5 Hz, IH), 6.67 (d, J = 8.1 Hz, 2H), 6.59 (t, J = 7.2 Hz, IH), 
4.66 (q, J = 7.2 Hz, IH), 4.47 (s, 2H), 2.95 (s, 3H), 2.40-2.34 (m, 2H), 2.00 (t, J = 7.5 
Hz, 2H), 1.58-1.51 (m, 5H)o 



mmms (39) 

4- (2- ( (2- yU7^J^)\y) T^J) -4 



COOH 




T L C : R f 0.35 (^^tf-> : @^^ai5^;i/= 1:2) 
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N M R (300 MHz, CDCI3) : d 8.12 (m, IH), 7.95 - 7.82 (m, 3H), 7.63 - 7.48 (m, 
4H), 7.33 - 7.10 (m, 6H), 6.73 (d, J = 7.8 Hz, IH), 6.52 (m, IH), 4.57 (q, J = 7.2 Hz, 
IH), 3.45 (s, 3H), 1.95 - 1.75 (m, 4H), 1.81 (d, J = 7.2 Hz, 3H), 1.20 (m, 2H)o 



5 mmm8 (40) 

3- (2- ( (4-p<^;i/-2-7i— T^y) -4-y 




TLC : Rf 0.71 (^nD:t:;i/A : ^^^^y— 10:1) ; 
10 N M R (300 MHz, CDCI3) : 6 8.16 (s, IH), 7.51 (d, J = 2.1 Hz, IH), 7.44-7.20 (m, 
7H), 7.12-6.93 (m, 4H), 6.70 (dd, J = 8.4, 2.7 Hz, IH), 3.67 (t, J = 7.8 Hz, IH), 2.65- 
2.45 (m, 4H), 2.09 (m, IH), 1.79 (m, IH), 1.52 (m, IH), 0.93 (d, J = 6.6 Hz, 3H), 
0.92 (d, J = 6.6 Hz, 3H)o 



15 mmm8 (4 i) 

4- (2- ( (2- (4-yj]/:tui-y^]y>-i — f;i/) :rn/iy-r;i/) 
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TLC : Rf 0.55 (^J'DDJfc;^^ : pi^J^y— ;i/= 9 : 1) ; 
NMR (300 MHz, DMSO-d^) : <5 9.57 (brs, IH), 8.36 (d, J = 7.2 Hz, IH), 8.09 (m, 
IH), 7.72-7.62 (m, 2H), 7.55 (dd, J = 7.8, 5.4 Hz, IH), 7.38-7.23 (m, 4H), 7.18 (brs, 
2H), 7.09-6.89 (m, 3H), 5.01 (s, 2H), 4.66 (q, J = 6.6 Hz, IH), 2.48-2.40 (m, 2H), 
5 2.04-1.99 (m, 2H), 1.59 (d, J = 6.6 Hz, 3H), 1.58-1.53 (m, 2H) o 

mmms (42) 

4- (2- ( (2 -7rc-;i/TD/^y-r;v) T^y) -4-73iydrsy^^ 



10 




TLC : Rf 0.56 (^Dn7}x;VA : ^^^'^ ;v=9 : 1) ; 
NMR (300 MHz, DMSO-d^) : 6 9.41 (brs, IH), 7.41-7.39 (m, 3H), 7.34-7.23 (m, 
5H), 7.20-7.15 (m, 2H), 6.99-6.96 (m, 2H), 6.92 (m, IH), 5.01 (s, 2H), 3.90 (q, J = 
7.2 Hz, IH), 2.43-2.38 (m, 2H), 2.04 (t, J = 7.2 Hz, 2H), 1.56-1.48 (m, 2H), 1.41 (d, J 
15 = 7.2 Hz, 3H)o 

mmms (4 3) 

3- (2- ( (4-pi5^;v-2-:7 3^r^;i/^><$^y-f;i/) T5:y) -4-7 
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COOH 



TL C : Rf 0.42 (^=3pi^> : i^^a^5=-;i/= 1:1); 

NMR (300 MHz, CDCI3) : 6 8.20 (s, IH), 7.81 (s, IH), 7.45-7.09 (m, 9H), 
6.98-6.90 (m, 3H), 4.98 (s, 2H), 3.69 (t, J = 7.7 Hz, IH), 2.67-2.53 (m, 4H), 2.14 (m, 
5 IH), 1.80 (m, IH), 1.55 (m, IH), 0.95 (d, J = 6.6 Hz, 3H), 0.94 (d, J = 6.6 Hz, 3H) o 

mmms (44) 

3- (2- ( (2 -:7a^j^;i/^>^y ^;i/) T^y) - 4 -:7 
;p:7 3in;i/) y°u^^>m 



TLC : Rf 0.46 (^nn:^;i/A : ;i/= 10:1) ; 

NMR (300 MHz, CDCI3) : 6 8.23 (s, IH), 7.83 (s, IH), 7.45-7.10 (m, 9H), 
6.99-6.90 (m, 3H), 4.99 (s, 2H), 3.60 (t, J = 7.5 Hz, IH), 2.70-2.54 (m, 4H), 2.25 (m, 
IH), 1.87 (m, IH), 1.58-1.24 (m, 2H), 0.95 (t, J = 7.5 Hz, 3H)o 

15 

mmms (45) 

3- (2- ( (2 -:7:n^;i/rn^-^y-f ;v) TS.y) - A-y ^t/;^^ 



10 
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TL C : Rf 0,41 (^^DD7f;;i/A : yi^y^—J]y=9 : 1) ; 
NMR (300 MHz, CDQa) : <5 8.11 (brs, IH), 7.85 (s, IH), 7.46-7.24 (m, 7H), 
7.22-7.10 (m, 2H), 6.98-6.90 (m, 3H), 5.00 (s, 2H), 3.81 (q, J = 6.9 Hz, IH), 2.65- 
5 2.50 (m, 4H), 1.64 (d, J = 6.9 Hz, 3H) o 

mmm8 (4 6) 

3- (2- ( (2-7 3i-;^7'^y-r;i/) r^y) -4-7^y:3f..>p<5^;v 



10 




T L C : R f 0.37 D D5fc;VA : ^ ^ ^ — ;i/= 9:1) ; 
NMR (300 MHz, CDCI3) : 6 8.27 (brs, IH), 7.83 (s, IH), 7.46-7.23 (m, 7H), 
7.23-7.10 (m, 2H), 7.00-6.90 (m, 3H), 4.99 (s, 2H), 3.49 (t, J = 7.5 Hz, IH), 2.70- 
2.54 (m, 4H), 2.40-2.22 (m, IH), 2.00-1.82 (m, IH), 0.97 (t, J = 7.5 Hz, 3H) o 

15 

8(47) 

4- (2- ( (4-^5^;i/-2- 1-^ JV) 
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TL C : Rf 0.43 (^tunyisJlA : ^^y— ;i/= 10:1) ; 
NMR (300 MHz, DMSO-dj) : 6 9.50 (s, IH), 8.37 (d, J = 8.4 Hz, IH), 7.93 (d, J 
= 8.1 Hz, IH), 7.80 (d, J = 8.1 Hz, IH), 7.64-7.31 (m, 6H), 7.17-6.92 (m, 5H), 6.76 
5 (dd, J = 8.1, 2.4 Hz, IH), 4.68 (m, IH), 2.46-2.32 (m, 2H), 2.08 (m, IH), 1.96 (t, J = 
7.2 Hz, 2H), 1.68-1.41 (m, 4H), 1.02 (d, J = 6.3 Hz, 3H), 0.89 (d, J = 6.3 Hz, 3H)o 

mmms (4 8) 

4- (2- ( (4-p(5^;i/-2-:7rc^;i/^>^y^;i/) T^y) -4-y 
10 zTd^^m 




TL C : Rf 0.43 (i57nn3f:;i/A : p<^y— ;i'= 10:1) ; 
NMR (300 MHz, DMSO-d^) : 6 9.40 (s, IH), 7.40-7.04 (m, lOH), 6.98-6.62 (m, 
2H), 6.74 (dd, J = 8.4, 2.7 Hz, IH), 3.88 (m, IH), 2.42 (t, J = 7.8 Hz, 2H), 2.07 (t, J = 
15 7.2 Hz, 2H), 1.94 (m, IH), 1.60-1.35 (m, 4H), 0.91 (d, J = 6.3 Hz, 3H), 0.87 (d, J = 
6.3 Hz, 3H)o 
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m&ms (4 9) 

4- (2- ( (2 -7:n-;vrn/^y-f ;!/) T^J) - 4-y :^=.;]yT^ y 



5 TLC : Rf 0.53 (^=35^tl-> : i^^jig=-;V= 1 : 3) ; 

N M R (300 MHz, DMSO-d^) : S 12.02 (brs, IH), 9.34 (s, IH), 7.42 - 7.18 (m, 6H), 
7.09 (m, 2H), 7.00 (m, 2H), 6.56 - 6.44 (m, 3H), 6.17 (t, J = 5.7 Hz, IH), 4.16 (d, J = 
5.7 Hz, 2H), 3.87 (q, J = 6.9 Hz, IH), 2.35 (m, 2H), 2.0 1 (t, J = 7.2 Hz, 2H), 1.50 (m, 
2H), 1.40 (d, J = 6.9 Hz, 3H)o 

10 

mmms (5 o) 

4- (2- ( (2-:7ai-;i/:7°D7iy-<;p) T^y) - 4 



15 TLC : Rf 0.27 (^=^-y-> : WM=^^?l'= 1:3); 

NMR (300 MHz, DMSO-dg) : 6 12.02 (brs, IH), 9.36 (s, IH), 9.01 (t, J = 6.0 Hz, 
IH), 7.90 - 7.84 (m, 2H), 7.56 - 7.36 (m, 5H), 7.34 - 7.18 (m, 4H), 7.13 - 7.03 (m, 
2H), 4.40 (d, J = 6.0 Hz, 2H), 3.87 (q, J = 7.2 Hz, IH), 2.36 (m, 2H), 2.01 (t, J = 7.5 
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Hz, 2H), 1.50 (m, 2H), 1.40 (d, J = 7.2 Hz, 3H)o 
^^^J8 (5 1) 

4- (2- ( (2- (4-'7JV:ttii-7^uy- ^^D/iy 

o 

TLC : Rf 0.51 (^Dn7js;i/A : ^^y— ;V=9 : 1) ; 
NMR (300 MHz, DMSO-dJ : 6 9.52 (brs, IH), 9.01 (m, IH), 8.34 (m, IH), 8.08 
(m, IH), 7.88-7.84 (m, 2H), 7.68-7.61 (m, 2H), 7.56-7.44 (m, 4H), 7.28 (dd, J = 10.8, 
10 7.8 Hz, IH), 7.21 (brs, IH), 7.13-7.06 (m, 2H), 4.63 (q, J = 6.9 Hz, IH), 4.39 (d, J = 
5.7 Hz, 2H), 2.43-2.38 (m, 2H), 2.04-1.93 (m, 2H), 1.57 (d, J = 6.9 Hz, 3H), 1.53- 
1.49(ni,2H)o 




mmms (52) 

15 4- (2- ( (2- ii-y^\y>-l-'iJV) 7°D7^y^;i/) T^^) -4 

-•7 :z.-)]/xjV7i^=-JiT5^ ^ ^^jvy y^^>W. 



COOH 




T L C : R f 0.31 : WM:^^)V= 1:3); 
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N M R (300 MHz, DMSO-dfi) : d 12.03 (s, IH), 9.45 (s, IH), 8.31 (d, J = 8.1 Hz, 
IH), 8.11 (t, J = 6.3 Hz, IH), 7.95 (m, IH), 7.84 (d, J = 8.1 Hz, IH), 7.80 - 7.74 (m, 
2H), 7.63 - 7.47 (m, 7H), 7.20 (d, J = 1.5 Hz, IH), 7.05 (d, J = 7.8 Hz, IH), 6.95 (dd, 
J = 7.8, 1.5 Hz, IH), 4.69 (q, J = 6.9 Hz, IH), 3.89 (d, J = 6.3 Hz, 2H), 2.37 (m, 2H), 
1.99 (t, J = 7.5 Hz, 2H), 1.60 (d, J = 6.9 Hz, 3H), 1.52 (m, 2H)o 

^^J8 (5 3) 

4- (2- ( (2- — rp/iy-r;!/) r^y) -4 

r^^cooH 



T L C : R f 0.21 (@^^rc^;V) ; 

N M R (300 MHz, DMSO-dg) : 6 12.06 (s, IH), 9.62 (s, IH), 8.99 (t, J = 6.0 Hz, 
IH), 8.32 (d, J = 8.1 Hz, IH), 7.95 (m, IH), 7.84 (d, J = 8.1 Hz, IH), 7.79 (d, J = 1.8 
Hz, IH), 7.67 (dd, J = 7.8, 1.8 Hz, IH), 7.63 - 7.47 (m, 4 H), 7.35 - 7.18 (m, 6H), 
4.71 (q, J = 6.9 Hz, IH), 4.44 (d, J = 6.0 Hz, 2H), 2.46 (m, 2H), 2.02 (t, J = 7.5 Hz, 
2H), 1.61 (d, J = 6.9 Hz, 3H), 1.57 (m, 2H)o 

^^J8 (5 4) 

4- (2- ( (2- ii-y^u>- rD-/v-r;v) T^y) -4 

-'7 3i—)]/it];w^^y(;]/-:7 3^=.;]/) y^^^M 
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T L C : R f 0.32 (WM^^^^) ; 

NMR (300 MHz, DMSO-dfi) :6 12.07 (s, IH), 10.19 (s, IH), 9.66 (s, IH), 8.33 
(d, J = 8.1 Hz, IH), 7.96 (d, J = 8.1 Hz, IH), 7.88 - 7.82 (m, 2H), 7.77 - 7.70 (m, 3H), 
5 7.64 - 7.48 (m, 4H), 7.37 - 7.28 (m, 3H), 7.08 (m, IH), 4.73 (q, J = 6.9 Hz, IH), 2.50 
(m, 2H), 2.04 (t, J = 7.5 Hz, 2H), 1.62 (d, J = 6.9 Hz, 3H), 1.59 (m, 2H) o 



8 (5 5) 



4- (2- ( (2- rD7iy-f;i/) T^y) -4 

10 -fi^^W. 



COOH 




T L C : R f 0.29 (^^I^V : i^^3^5^;i/= 1:2); 

NMR (300 MHz, DMSO-d«) : 6 12.04 (s, IH), 9.49 (s, IH), 8.31 (d, J = 8.1 Hz, 
IH), 7.95 (m, IH), 7.83 (d, J = 8.1 Hz, IH), 7.62 - 7.46 (m, 4H), 7.38 - 7.24 (m, 6H), 
15 7.17 - 7.06 (m, 2H), 4.69 (q, J = 6.9 Hz, IH), 4.49 (s, 2H), 4.45 (s, 2H), 2.43 (m, 2H), 
2.02 (t, J = 7.5 Hz, 2H), 1.60 (d, J = 6.9 Hz, 3H), 1.56 (m, 2H)o 



mmms (5 6) 

4- (2- ( (2- 
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T L C : R f 0.67 n D7j^;i/A : ^ ^ y — ;i/= 4:1) ; 
N M R (300 MHz, DMSO-dg) : 6 9.54 (s, IH), 832 (d, J = 8.1 Hz, IH), 7.95 (m, 
IH), 7.84 (d, J = 8.1 Hz, IH), 7.62 - 7.46 (m, 4H), 7.42 - 7.28 (m, 6H), 7.16 (m, 2H), 
4.72 (q, J = 6.9 Hz, IH), 3.87 (bs, 2H), 3.82 (bs, 2H), 2.43 (m, 2H), 2.03 (t, J = 7.5 
Hz, 2H), 1.60 (d, J = 6.9 Hz, 3H), 1.56 (m, 2H)o 

^^J8 (5 7) 

4- (2- ( (2- {A-y)\y:^U±y^\yly-l--()]/) yn^^J 

-r^j) - A--7 3^=.)\/T^j y^>m 

r^cooH 



T L C : R f 0.26 D P7^^;^A : ~;i/= 9:1) ; 

NMR (300 MHz, DMSO-d^) : 6 9.51 (brs, IH), 8.35 (m, IH), 8.09 (m, IH), 
7.69-7.61 (m, 2H), 7.54 (dd, J = 7.8, 6.0 Hz, IH), 7.34-7.27 (m, 2H), 7.10 (s, 2H), 
7.00 (dd, J = 8.4, 7.5 Hz, 2H), 6.52-6.44 (m, 3H), 6.17 (t, J = 7.2 Hz, IH), 4.64 (q, J 
= 7.2 Hz, IH), 4.16 (d, J = 6.0 Hz, 2H), 2.43-2.35 (m, 2H), 2.01-1.96 (m, 2H), 1.58 
(d, J = 7.2 Hz, 3H), 1.55-1.50 (m, 2H)o 
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mmm s ( 5 s ) 

4- (2- ( (2- (±7^i/>- i--r;W rD7iy-f;i/) T^y) -4 




TL C : Rf 0.17 {-^UW^^JVA : 9:1) ; 

N M R (300 MHz, CDQa) : d 8.14 (d, J = 7.5 Hz, IH), 8.05 (brs, IH), 7.92 (m, IH), 

7.86 (d, J = 7.8 Hz, IH), 7.66-7.50 (m, 6H), 7.25 (brs, IH), 7.06-6.97 (m, 4H),5.04 (s, 

2H), 4.59 (q, J = 6.9 Hz, 1H),1.97-1.89 (m, 4H), 1.83 (d, J = 6.9 Hz, 3H),1.30-1.21 

(m,2H)o 

^^118 (5 9) 

4- (2- ( (2- (^>^/5^;^:73i>-3 — r;^) ynnj^)^') -r^y) 

r^cooH 



TL C : Rf 0.51 (^DDJj>;i'A : ^^$^y~;i/= 9 : 1) ; 

NMR (300 MHz, DMSO-dg) : 6 9.51 (s, IH), 8.01-7.96 (m, 2H), 7.58 (s, IH), 

7.43-7.34 (m, 2H), 7.30 (s, IH), 7.11 (s, 2H), 7.02 (t, J = 7.8 Hz, 2H), 6.57-6.49 (m. 
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3H), 4.29 (q, J = 6.9 Hz, IH), 4.17 (s, 2H), 2.40 (dd, J = 9.3, 6.6 Hz, 2H), 2.04-1.99 
(m, 2H), 1.58 (d, J = 6.9 Hz, 3H), 1.57-1.50 (m, 2H)o 

mmms (so) 

2- (2- ( (2 -y ^ ;]/) t^^) -4-y 




T L C : R f 0.33 : i^^J^^;i/= 1:2); 

NM R (300 MHz, DMSO-d^) : 6 12.97 (s, IH), 9.49 (s, IH), 7.81 (dd, J = 7.8, 1.5 
Hz, IH), 7.53 (d, J = 1.5 Hz, IH), 7.39 - 7.10 (m, lOH), 7.00 - 6.88 (m, 5H), 5.00 (s, 
2H), 4.24 (s, 2H), 3.84 (q, J = 6.9 Hz, IH), 1.33 (d, J = 6.9 Hz, 3H)o 

mmms ce i) 

2- (2- ( (2- (i-y^]y>- ro^iy^;!/) T^y) -4 

-:7 j^y^^Sy^^^;!/^^^;!/) ^B^M 
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T L C : R f 0.33 i^^-^y : #^^^;i/= 1:2); 
N M R (300 MHz, DMSO-d^) : 6 12.95 (s, IH), 9.62 (s, IH), 8.20 (m, IH), 7.91 
(m, IH), 7.82 - 7.76 (m, 2H), 7.55 - 7.23 (m, 9H), 7.13 (dd, J = 8.1, 1.5 Hz, IH), 7.00 
- 6.87 (m, 5H), 5.01 (s, 2H), 4.64 (q, J = 6.9 Hz, IH), 4.28 (d, J = 16.5 Hz, IH), 4.22 
5 (d, J = 16.5 Hz, IH), 1.47 (d, J = 6.9 Hz, 3H)o 



mmm8 (6 2) 

4- (2- ( (2- (rhy^ v>- 1 — r;v) rD/^y-r;v) T5.y) -4 
-3ih^i^±iJ\y^^~j\yT^y^ :^—:>\/) y^<^>m 



COOH 



10 




15 



TLC : Rf 0.56 (^DD7fc;i/A : pt^y— ;p=9 : 1) ; 
NMR (300MHz, DMSO-dg) : 6 9.59 (brs, IH), 8.32 (d, J = 8.4 Hz, IH), 7.94 (d, 
J = 8.4 Hz, IH), 7.83 (d, J = 7.5 Hz, IH), 7.62-7.47 (m, 5H), 7.18 (brs, IH), 7.09 (d, 
J = 7.5 Hz, IH), 6.98 (d, J = 7.5 Hz, IH), 4.71 (q, J = 6.9 Hz, IH), 4.07 (d, J = 6.0 Hz, 
2H), 3.96 (q, J = 7.2 Hz, 2H), 2.42-2.37 (m, 2H), 2.02-1.97 (m, 2H), 1.59 (d, J = 7.2 
Hz, 3H), 1.61-1.51 (m, 2H), 1.13 (t, J = 7.2 Hz, 3H)o 



8(63) 

4- (2- ( (2- a-y-^uy-l — r;i/) ro/iy-r;!/) t^^) -4 
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o 

TLC : Rf 0.39 (^Dn/fc;i/A : ^^y~;i/=9 : 1) ; 
NMR (300 MHz, DMSO-dJ :6 9.50 (s, IH), 8.88 (t, J = 6.0 Hz, IH), 8.29 (d, J 
= 8.1 Hz, IH), 7.92 (m, IH), 7.85-7.81 (m, 2H), 7.57-7 A5 (m, 4H), 7.20 (brs, IH), 
7.11-7.09 (m, 2H), 7.03 (dd, J = 7.8, 1.5 Hz, IH), 6.61 (dd, J = 3.3, 1.5 Hz, IH), 4.67 
(q, J = 7.2 Hz, IH), 4.32 (d, J = 6.0 Hz, 2H), 2.38 (dd, J = 8.7, 7.2 Hz, 2H), 1.99 (t, J 
= 7.5 Hz, 2H), 1.58 (d, J = 7.2 Hz, 3H), 1.58-1.50 (m, 2H)o 

mmm8 (6 4) 

4- (2- ( (2- (:^7^ix>- 1— r;i/) :rD/iy-r;v) r^y) -4 




T L C : R f 0.43 (^^ D D5i%;VA : ^ ^ y — ;i/= 9:1) ; 
NMR (300 MHz, DMSO-dg) : 6 9.49 (s, IH), 9.11 (t, J = 6.0 Hz, IH), 8.29 (d, J 
= 7.8 Hz, IH), 7.93 (m, IH), 7.81 (d, J = 8.1 Hz, IH), 7.72 (d, J = 7.5 Hz, IH), 7.66 
(dd, J = 9.9, 1.5 Hz, IH), 7)57-7.42 (m, 5H), 7.39 (m, IH), 7.23 (brs, IH), 7.11 (d, J 
= 7.8 Hz, IH), 7.07 (d, J = 7.8 Hz, IH), 4.67 (q, J = 7.2 Hz, IH), 4.40 (d, J = 5.7 Hz, 
2H), 2.40 (dd, J = 8.7, 7.2 Hz, 2H), 2.01 (t, J = 7.2 Hz, 2H), 1.58 (d, J = 7.2 Hz, 3H), 
1.57-1.49 (m, 2H)o 
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mmm 8(65) 



TL C : Rf 0.42 (^UU-^JVA : ^^y— ;i/= 10:1) ; 
NMR (300 MHz, CD3OD) :d 7.66-7.63 (m, 2H), 7.56-7.53 (m, 2H), 7.46-7.40 
(m, 2H), 7.27-7.19 (m, 4H), 7.11 (s, IH), 6.94-6.87 (m, 3H), 4.94 (s, 2H), 2.70 (t, J = 
7.8 Hz, 2H), 2.41 (t, J = 7.8 Hz, 2H)o 

10 

^^J8 (6 6) 

3- (2- (N-^>i?;i/X;i/:^r:;i/-N-p<5^;i/T^y) -4-73i^dp 



15 TLC : Rf 0.49 (t5'DD7jN;i/A : ;i/= 1 0 : 1) ; 

NMR (300 MHz, DMSO-dg) : 6 7.40-7.18 (m, lOH), 7.02-6.90 (m, 3H), 5.02 (s, 
2H), 4.80-4.40 (m, 2H), 3.15 (s, 3H), 3.00-2.60 (m, 2H), 2.52 (t, J = 8.7 Hz, 2H)o 



5 





mmm8 (e?) 
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(2E) - 3- (2- (N-^>i^;i/:^;i'3}s-;i/-N-p?5=-;vT^y ) -4 




o 



TL C : Rf 0.49 (^7DD7ls;i/A : p<^y'— ;V= 10:1) ; 
5 NMR (300 MHz, DMSO-dg) : d 7.91 (d, J = 8.1 Hz, IH), 7.83 (d, J = 16.0 Hz, 
IH), 7.50-7.20 (m, 9H), 7.01 (d, J = 8.1 Hz, 2H), 6.94 (t, J = 7.4 Hz, IH), 6.53 (d, J = 
16.0 Hz, IH), 5.09 (s, 2H), 4.59 (brs, 2H), 3.16 (s, 3H)o 



mmms (6 8) 

10 4- (2- ( (2- (r^7^ 1 --f ;i/) >^n/iy-r;^) T^y) -4 
- (3 h^S/^v^Z-f ;i/7'^^^5^;v) 7rc^;i/) 

' o 

TL C : Rf 0.44 (^^D>}^;^A : ^^y'— ;i/= 9 : 1) ; 
NMR (300 MHz, DMSO-d^) : 6 9.50 (brs, IH), 9.00 (t, J = 6.0 Hz, IH), 8.29 (d, 
15 J = 8.1 Hz, IH), 7.93 (m, IH), 7.81 (d, J = 8.1 Hz, IH), 7.58-7.34 (m, 7H), 7.23 (brs, 
IH), 7.12-7.05 (m, 3H), 4.67 (q, J = 7.2 Hz, IH), 4.39 (d, J = 6.3 Hz, 2H), 3.79 (s, 
3H), 2.39 (dd, J = 9.6, 6.0 Hz, 2H), 2.01 (t, J = 7.5 Hz, 2H), 1.58 (d, J = 7.2 Hz, 3H), 
1.57-1.50 (m, 2H)o 
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4- (2- ( (2- 1--(JV) yu;-^j^)\y) T^y) -4 

r^cooH 



5 TLC : Rf 0.40 (^DD7j^;^A : ;v= 9 : 1) ; 

N M R (300 MHz, DMSO-dJ : 6 9.51 (s, IH), 8.53 (t, J = 6.0 Hz, IH), 8.31 (d, J 
= 8.1 Hz, IH), 7.94 (d, J = 7.5 Hz, IH), 7.83 (d, J = 8.1 Hz, IH), 7.61-7.47 (m, 4H), 
7.16 (m, IH), 7.10 (d, J = 7.5 Hz, IH), 6.99 (d, J = 7.5 Hz, IH), 4.69 (q, J = 6.9 Hz, 
IH), 4.19 (d, J = 5.7 Hz, 2H), 2.39 (dd, J = 9.3, 6.0 Hz, 2H), 2.00 (t, J = 7.5 Hz, 2H), 
10 1.59 (d, J = 6.9 Hz, 3H), 1.60-1.51 (m, 3H), 0.70-0.60 (m, 4H) o 

4- (2- ( (2- rp.'iy-r;^) T^y) -4 

r^cooH 



NMR (300 MHz, DMSO-d«) : d 9.50 (brs, IH), 9.01 (t, J = 6.0 Hz, IH), 8.29 (d, 
J = 6.0 Hz, IH), 7.94 (m, IH), 7.82 (d, J = 7.8 Hz, IH), 7.78-7.75 (m, 2H), 7.57-7.44 




15 




TLC : Rf 0.42 (^nD:^;i/A : pi^J^y— ;i/=9 : 1) 
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(m, 4H), 7.22 (brs, IH), 7.16-7.07 (m, 2H), 7.05 (dd, J = 7.8, 1.5 Hz, IH), 4.67 (q, J 
= 6.9 Hz, IH), 4.36 (d, J = 6.0 Hz, 2H), 2.39 (dd, J = 8.7, 6.6 Hz, 2H), 2.00 (t, J = 7.5 
Hz, 2H), 1.58 (d, J = 7.2 Hz, 3H), 1.56-1.49 (m, 2H)o 

mmm8 a p 

4- (2- ( (2- rn7iy^;i/) T^y) -4 




T L C : R f 0.22 (BM^^Jl) ; 

N M R (300 MHz, DMSO-dfi) : 6 12.06 (br, IH), 9.47 (s,lH), 8.95 (t, J = 6.0 Hz, 
IH), 8.29 (m, IH), 7.93 (m, IH), 7.82 (d, J = 7.8 Hz, IH), 7.70 - 7.63 (m, 2H), 7.59 - 
7.43 (m, 4H), 7.36 - 7.32 (m, 2H), 7.22 (bs, IH), 7.11 (d, J = 8.1 Hz, IH), 7.06 (dd, J 
= 8.1, 1.5 Hz, IH), 4.67 (q, J = 6.9 Hz, IH), 4.38 (d, J = 6.0 Hz, 2H), 2.39 (m, 2H), 
2.35 (s, 3H), 2.01 (t, J = 7.2 Hz, 2H), 1.58 (d, J = 6.9 Hz, 3H), 134 (m, 2H)o 

rnmms (72) 

4- (2- ( (2- — r;p) rD7iy-r;v) t^j) -4 
- (3-^^DD^>^/-i';i/T^yp<5=-;i/) 7rc^;i/) y^ym 
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T L C : R f 0.29 (®^^J^5^;V) ; 

NMR (300 MHz, DMSO-d^) : d 12.03 (br, IH), 9.47 (s, IH), 9.14 (t, J = 6.0 Hz, 
IH), 8.29 (m, IH), 7.96 - 7.79 (m, 4H), 7.64 - 7.43 (m, 6H), 7.22 (bs, IH), 7.12 (d, J 
= 8.1 Hz, IH), 7.06 (dd, J = 8.1, 1.5 Hz, IH), 4.67 (q, J = 6.9 Hz, IH), 4.39 (d, J = 
5 6.0 Hz, 2H), 2.39 (m, 2H), 2.01 (t, J = 7.2 Hz, 2H), 1.58 (d, J = 6.9 Hz, 3H), 1.54 (m, 
2H)o 

^^J8 (73) 

4- (2- ( (2- (::^7^ vv- 1 --r;i/) rn^^y-Y;!/) T^y) -4 




TLCrRf 0.46 (^ n D:t:;i/A : p< ^ y — ;i/= 9 : 1 ) ; 
NMR (300 MHz, DMSO-dfi) :6 9.49 (s, IH), 9.22 (m, IH), 8.30-8.28 (m, 2H), 
8.17 (d, J = 7.8 Hz, IH), 7.99 (d, J = 7.5 Hz, IH), 7.93 (d, J = 8.1 Hz, IH), 7.82 (d, J 
15 = 8.1 Hz, IH), 7.70 (t, J = 7.5 Hz, IH), 7.58-7.44 (m, 4H), 7.24 (s, IH), 7.12 (d, J = 
7.8 Hz, IH), 7.08 (d, J = 7.8 Hz, IH), 4.67 (q, J = 6.9 Hz, IH), 4.41 (d, J = 5.7 Hz, 
2H), 2.43-2.37 (m, 2H), 2.01 (t, J = 7.2 Hz, 2H), 1.58 (d, J = 6.9 Hz, 3H), 1.58-1.49 
(m, 2H)o 

20 mmms (74) 

4- (2- ( (2- yx2;%j-f)]/) tKJ) -4 

- (4-7;i/;rD^>v*-f;vT^yp<5^;i/) :7 3^^;v) y^^>m. 
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T L C : R f 0.51 D D^;i/A : ^ ^ ^ — ;i/= 9:1) ; 
NMR (300 MHz, DMSO-dJ : 6 9.49 (s, IH), 9.03 (t, J = 6.0 Hz, IH), 8.29 (d, J 
= 7.8 Hz, IH), 7.98-7.90 (m, 3H), 7.82 (d, J = 8.1 Hz, IH), 7.57-7.44 (m, 4H), 7.30 
(dd, J = 9.3, 7.8 Hz, 2H), 7.22 (s, IH), 7.11 (d, J = 8.1 Hz, IH), 7.06 (d, J = 8.1 Hz, 
IH), 4.71 (q, J = 6.9 Hz, IH), 4.39 (d, J = 6.3 Hz, 2H), 2.42-2.37 (m, 2H), 2.01 (t, J = 
7.5 Hz, 2H), 1.58 (d, J = 6.9 Hz, 3H), 1.57-1.50 (m, 2H)o 

mmm 8(75) 

4- (2- ( (2- (-^y^uy-i — f;v) rD7^v-r;^) t$.j) -a 

- (2 -7;i/:^D^>W;i/T5.yp<5^;P) 7ai-;i/) y'-^ym 




T L C : R f 0.53 D D5Jn;1/A : ^ ^ y — 9:1) ; 

NMR (300 MHz, DMSO-d^) : 6 9.51 (s, IH), 8.83 (m, IH), 8.31 (d, J = 8.1 Hz, 
IH), 7.94 (dd, J = 7.8, 1.5 Hz, IH), 7.83 (d, J = 7.8 Hz, IH), 7.64-7.45 (m, 6H), 7.31- 
7.24 (m, 3H), 7.13 (d, J = 7.8 Hz, IH), 7.08 (dd, J = 7.8, 1.2 Hz, IH), 4.69 (q, J = 6.9 
Hz, IH), 4.38 (d, J = 6.0 Hz, 2H), 2.43-2.38 (m, 2H), 2.02 (t, J = 7.5 Hz, 2H), 1.59 (d, 
J = 6.9 Hz, 3H), 1.57-1.51 (m, 2H)o 
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4- (2- ( (2- (•^y^]y>- rD7iy-r;v) tkj) -4 

m 




TL C : Rf 0.60 (^J^DDtJn^I/A : p<^y— ;V= 9 : 1) ; 

N M R (300 MHz, DMSO-d,) : 6 9.49 (s, IH), 9.14 (t, J = 6.0 Hz, IH), 8.29 (d, J 
= 8.4 Hz, IH), 8.08 (dd, J = 7.2, 2.1 Hz, IH), 7.93 (d, J = 9.0 Hz, IH), 7.90 (m, IH), 
7.82 (d, J = 7.8 Hz, IH), 7.58-7.45 (m, 5H), 7.23 (brs, IH), 7.11 (d, J = 7.8 Hz, IH), 
7.06 (d, J = 8.4 Hz, IH), 4.67 (q, J = 6.9 Hz, IH), 4.39 (d, J = 8.7 Hz, 2H), 2.40 (dd, J 
= 9.0, 6.0 Hz, 2H), 2.01 (t, J = 7.5 Hz, 2H), 1.58 (d, J = 6.9 Hz, 3H), 1.57-1.52 (m, 
2H)o 

^^J8 (7 7) 

4- (2- ( (2- (2 -^DD7riin;i/) rD/'iy-f;i/) TK^) -4- 

r-^COOH 

T L C : R f 0.40 : : mm= 1:1: O.Ol) ; 
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N M R (300 MHz, DMSO-d^) : d 12.50 (bs, IH), 9,50 (s, IH), 7.50 (dd, J = 7.8, 2.1 
Hz, IH), 7.44 (dd, J = 7.8, 2.1 Hz, IH), 7.40 - 7.23 (m, 5H), 7.21 (m, 2H), 7.01 - 6.89 
(m, 3H), 5.02 (s, 2H), 4.26 (q, J = 7.2 Hz, IH), 2.50 (m, 2H), 2.14 (t, J = 7.2 Hz, 2H), 
1,64 (m, 2H), 1.48 (d, J = 7,2 Hz, 3H)o 



mmm8 (7 8) 

4- (2- ( (2- (S-^Uttyj^-;],) rn7iy-f;i/) T^y) -4- 



10 T L C : R f 0.44 i^^D-y : Wf^^^^JI^ : WB.= 1:1: 0,01) ; 

NMR (300 MHz, DMSO-dg) : <5 12.05 (bs, IH), 9.48 (s, IH), 7.45 (s, IH), 7.38 
- 7.16 (m, 8H), 7.00 - 6.88 (m, 3H), 5.02 (s, 2H), 3.92 (q, J = 7.2 Hz, IH), 2.42 (m, 
2H), 2.07 (t, J = 7.2 Hz, 2H), 1.54 (m, 2H), 1.42 (d, J = 7.2 Hz, 3H)o 

15 mmms a 9) 

4- (2- ( (2- (4-^DD7 3irz;i/) y'xn^^y^j]/) t^J) -4- 



5 
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T L C : R f 0.46 : : i^^= 1:1: O.Ol) ; 

NMR (300 MHz, DMSO-d,) : 6 12.06 (bs, IH), 9.46 (s, IH), 7.44 - 7.35 (m, 5H), 
7.31 - 7.15 (m, 4H), 7.00 - 6.88 (m, 3H), 5.01 (s, 2H), 3.91 (q, J = 6.9 Hz, IH), 2.42 
(m, 2H), 2.07 (t, J = 6.9 Hz, 2H), 1.55 (m, 2H), 1.41 (d, J = 6.9 Hz, 3H) o 



MS (80) 



4- (2- ( (2- (4 -7;i/:^-D7 3i-;i/) yuj^j^jv) T^y) -4 




10 



15 



TL C : Rf 0.44 (^^I^V : WW.:^^)^ : S^^= 1:1: 0.01) ; 
NMR (300 MHz, DMSO-d^) : 6 12.05 (bs, IH), 9.43 (s, IH), 7.46 - 7.36 (m, 3H), 
7.31 - 7.23 (m, 2H), 7.22 - 7.10 (m, 4H), 7.00 - 6.88 (m, 3H), 5.01 (s, 2H), 3.91 (q, J 
= 6.9 Hz, IH), 2.42 (m, 2H), 2.06 (t, J = 73 Hz, 2H), 1.5 3 (m, 2H), 1.40 (d, J = 6.9 
Hz,3H)o 



?i| 8 (81) 



4- (2- ( (2- (4-p? h^:J^7 3ir:;i/) rD7iy-r;i/) T^y) -4 
-y :^'^)V-y y^^ym. 
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T L C : R f 0.40 : Wm^^^-JV : mm= 1:1: 0.01) ; 

NMR (300 MHz, DMSO-dfi) :6 12.05 (bs, IH), 9.33 (s, IH), 7.38 (s, IH), 7.34 
- 7.23 (m, 4H), 7.17 (m, 2H), 7.00 - 6.85 (m, 5H), 5.01 (s, 2H), 3.83 (q, J = 6.9 Hz, 
IH), 3.72 (s, 3H), 2.41 (m, 2H), 2.05 (t, J = 7.5 Hz, 2H), 1.5 3 (m, 2H), 1.38 (d, J = 
6.9 Hz, 3H)o 

4- (2- ( (2- — r;i/) rD7iy-r;i/) T^y) -4 



TLC : Rf 0.44 (i^nD3^;i/A : pi^y— ;i/= 9 : 1) ; 
NMR (300 MHz, DMSO-d,) :6 9.50 (s, IH), 8,98 (t, J = 5.7 Hz, IH), 8.29 (d, J 
= 7.8 Hz, IH), 7.93 (d, J = 7.2 Hz, IH), 7.81 (d, J = 7.8 Hz, IH), 7.57-7.36 (m, 7H), 
7.23 (s, IH), 7.12-7.04 (m, 3H), 4.67 (q, J = 6.0 Hz, IH), 4.38 (d, J = 5.7 Hz, 2H), 
4.05 (q, J = 6.9 Hz, 2H), 2.40 (dd, J = 8.7, 7.2 Hz, 2H), 2.01 (t, J = 7.5 Hz, 2H), 1.58 
(d, J = 6.9 Hz, 3H), 1.57-1.50 (m, 2H), 1.33 (t, J = 6.9 Hz, 3H)o 

mmms (s 3) 

4- (2- ( (2- {i-y^^v^- 1-^ )\/) :rD7iy-Y;i/) T5:y) -4 
- (3, ^-t?'7)\^:tX2^>^J^ )V'rKJ ^^)]/) :7:c-;i/) y^^ym. 
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TLC : Rf 0.56 (iJ'DD4^;i/A : ^-i^J^y— ;i/=9 : 1) ; 
NMR (300 MHz, DMSO-dg) :6 9.50 (s, IH), 9.18 (t, J = 6.0 Hz, IH), 8.29 (d, J 
= 8.1 Hz, IH), 7.93 (d, J = 7.2 Hz, IH), 7.82 (d, J = 7.8 Hz, IH), 7.60-7.44 (m, 7H), 
7.23 (brs, IH), 7.11 (d, J = 8.1 Hz, IH), 7.07 (d, J = 8.1 Hz, IH), 4.67 (q, J = 6.9 Hz, 
IH), 4.39 (d, J = 5.7 Hz, 2H), 2.40 (dd, J = 9.0, 6.3 Hz, 2H), 2.01 (t, J = 7.2 Hz, 2H), 
1.58 (d, J = 6.9 Hz, 3H), 1.57-1.50 (m, 2H)o 

mmms (84) 

4- (2- ( (2- 1-^ yxn;^J^)]y) T^J) -4 




TLC : Rf 0.62 (^^nD3tc;i/A : ;v=9 : 1) ; 

NMR (300 MHz, DMSO-dJ : 6 9.54 (s, IH), 8.33 (d, J = 8.7 Hz, IH), 7.94 (d, J 
= 6.9 Hz, IH), 7.83 (d, J = 7.8 Hz, IH), 7.61-7.47 (m, 4H), 7.38 (s, IH), 7.29 (m, IH), 
7.19 (s, 2H), 6.90-6.80 (m, 2H), 6.75 (m, IH), 5.03 (s, 2H), 4.70 (q, J = 6.9 Hz, IH), 
2.44 (dd, J = 9.0, 5.1 Hz, 2H), 2.03 (t, J = 7.5 Hz, 2H), 1.60 (d, J = 6.9 Hz, 3H), 1.59- 
1.52 (m, 2H)o 
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mmms (8 5) 

4- (2- ( (2- (4-^5^;i/7:n— rn.'^y-r;i/) T^y) -4- 
7 y^>m 




5 TLC : Rf 0.24 :WfM^^^\^= 1:2) ; 

NMR (300 MHz, DMSO-dfi) :6 12.04 (s, IH), 9.34 (s, IH), 7.37 (bs, IH), 7.32 
- 7.08 (m, 8H), 7.00 - 6.88 (m, 3H), 5.01 (s, 2H), 3.84 (q, J = 6.9 Hz, IH), 239 (m, 
2H), 2.26 (s, 3H), 2.02 (t, J = 7.5 Hz, 2H), 1.51 (m, 2H), 1.3 8 (d, J = 6.9 Hz, 3H)o 

10 ^^J8 (8 6) 

4- (2- ( (2- (±y^u>-i-^jv) rD7^y-r;v) T^y) -4 




T L C : R f 0.34 (f^^oig^-;!/) ; 
15 NMR (300 MHz, DMSO-d^) : 6 12.04 (br, IH), 9.55 (s, IH), 8.31 (d, J = 8.1 Hz, 
IH), 7.94 (m, IH), 7.83 (d, J = 8.1 Hz, IH), 7.62 - 7.46 (m, 4H), 7.41 - 7.35 (m, 3H), 
7.22 - 7.14 (m, 3H), 5.10 (s, 2H), 4.70 (q, J = 6.9 Hz, IH), 3.78 (s, 3H), 2.44 (m, 2H), 
2.03 (t, J = 7.5 Hz, 2H), 1.60 (d, J = 6.9 Hz, 3H), 1.57 (m, 2H)o 
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mmms (s 7) 

4- (2- ( (2- (i-y^]y>-l--(j\y) >^n^iy-f;i/) T^y) -4 



5 




T L C : R f 0.40 ; 

NMR (300 MHz, DMSO-d^) : 6 12.04 (s, IH), 9.52 (s, IH), 8.31 (d, J = 8.1 Hz, 
IH), 7.94 (m, IH), 7.83 (d, J = 8.1 Hz, IH), 7.62 - 7.39 (m, 8H), 7.28 - 7.16 (m, 3H), 
5.10 (s, 2H), 4.70 (q, J = 6.9 Hz, IH), 2.55 (s, 3H), 2.44 (m, 2H), 2.03 (t, J = 7.2 Hz, 
10 2H), 1.60 (d, J = 6.9 Hz, 3H), 1.56 (m, 2H)o 

mmms (s s) 

4- (2- ( (2- ;v) yu;t^-^)]y) t^j) -4 



15 




TLC : Rf 0.26 (^^tl-> : @^^ai5^;i/= 1:2); 
NMR (300 MHz, DMSO-dg) : 6 12.04 (s, IH), 9.51 (s, IH), 8.31 (d, J = 8.1 Hz, 
IH), 7.95 (m, IH), 7.83 (d, J = 8.1 Hz, IH), 7.62 - 7.47 (m, 4H), 7.37 (s, IH), 7.18 
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(m, 2H), 6.65 - 6.59 (m, 3H), 4.96 (s, 2H), 4.69 (q, J = 6.9 H z, IH), 2.77 (m, IH), 
2.43 (m, 2H), 2.22 (s, 3H), 2.03 (t, J = 7.2 Hz, 2H), 1.60 (d, J = 6.9 Hz, 3H), 1.56 (m, 
2H), 1.14 (d, J = 6.9 Hz, 6H)o 

mmm 8(89) 

4- (2- ( (2- (i-y^U^- yu^^J^)]/) T^J) -4 




T L C : R f 0.28 (^^-y-^ : i^^ai5^;i/= 1:2) ; 

N M R (300 MHz, DMSO-dJ : 6 12.12 (br, IH), 9.70 (bs, IH), 8.33 (d, J = 8.1 Hz, 
IH), 7.94 (m, IH), 7.83 (d, J = 8.1 Hz, IH), 7.62 - 7.40 (m, 5H), 7.28 - 7.10 (m, 4H), 
5.01 (s, 2H), 4.74 (q, J = 6.9 Hz, IH), 2.45 (m, 2H), 2.01 (t, J = 7.5 Hz, 2H), 1.60 (d, 
J = 6.9 Hz, 3H), 1.56 (m, 2H)o 



mmms o o) 

4- (2- ( (2- ytiJ-^^4J]y) T^y) -4 

- (4- h U7;i/:tD^^;i/5=-::4->':cydp^p<5^;i,) y y^^ym 
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T L C : R f 0.24 (^^I^V : mM=c,^J)^= 1:2); 

NMR (300 MHz, DMSO-dJ : 6 12.05 (bs, IH), 9.52 (s, IH), 8.31 (d, J = 8.1 Hz, 
IH), 7.94 (m, IH), 7.83 (d, J = 8.1 Hz, IH), 7.62 (d, J = 8.4 Hz, 2H), 7.60 - 7.46 (m, 
4H), 7.39 (s, IH), 7.20 (m, 2H), 7.12 (d, J = 8.4 Hz, 2H), 5.09 (s, 2H), 4.70 (q, J = 
6.9 Hz, IH), 2.44 (m, 2H), 2.03 (t, J = 7.2 Hz, 2H), 1.60 (d, J = 6.9 Hz, 3H), 1.56 (m, 
2H)o 

mmms o p 

4- (2- ( (2- yan^^j]/) T^y) -4 




TLC : Rf 0.54 (^Dn5i^;i/A : ;i/= 9 : 1) ; 

NMR (300 MHz, DMSO-dg) : 6 9.54 (s, IH), 8.31 (d, J = 8.1 Hz, IH), 7.94 (dd, 
J = 7.8, 1.5 Hz, IH), 7.83 (d, J = 8.1 Hz, IH), 7.61-7.47 (m, 4H), 7.45-7.40 (m, 2H), 
7.37 (s, IH), 7.17 (d, J = 0.9 Hz, 2H), 6.96-6.93 (m, 2H), 5.01 (s, 2H), 4.70 (q, J = 
6.9 Hz, IH), 2.44 (dd, J = 8.7, 6.0 Hz, 2H), 2.02 (t, J = 7.5 Hz, 2H), 1.59 (d, J = 6.9 
Hz, 3H), 1.58-1.52 (m, 2H)o 

mmms 02) 

4- (2- ( (2- (:^7<$^i/>- 1 --r;v) rn/'?y-r;v) T^y) -4 
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COOH 




TLC : Rf 0.60 (^DD7tN;i/A : ^^y— ;p=9 : 1) ; 
NMR (300 MHz, DMSO-dg) : 6 9.54 (s, IH), 8.31 (d, J = 8.4 Hz, IH), 7.94 (d, J 
= 7.2 Hz, IH), 7.83 (d, J = 7.8 Hz, IH), 7.60-7.47 (m, 4H), 7.37 (s, IH), 7.18-7.13 
(m, 3H), 6.56-6.48 (m, 3H), 4.99 (s, 2H), 4.70 (q, J = 6.9 Hz, IH), 3.70 (s, 3H), 2.43 
(dd, J = 8.7, 5.7 Hz, 2H), 2.02 (t, J = 7.5 Hz, 2H), 1.60 (d, J = 6.9 Hz, 3H), 1.59-1.51 
(m, 2H)o 



^^J8 (9 3) 

10 4- (2- ( (2- (i-y^]y>-l-4)\y) yxi?-%^^)\y) T^J) -4 

f^^COOH 




TLC : Rf 0.59 (^^DPi^;l/A : ^^y— ;i/=9 : 1) ; 

NMR (300 MHz, DMSO-d^) : 6 9.55 (s, IH), 8.33 (d, J = 8.4 Hz, IH), 7.94 (dd, 
15 J = 7.8, 1.8 Hz, IH), 7.83 (d, J = 8.1 Hz, IH), 7.61-7.47 (m, 4H), 7.37 (s, IH), 7.18 (s, 
2H), 6.98 (dd, J = 7.5, 1.8 Hz, IH), 6.95 (dd, J = 7.5, 2.4 Hz, IH), 6.91-6.80 (m, 2H), 
4.98 (s, 2H), 4.70 (q, J = 7.2 Hz, IH), 3.74 (s, 3H), 2.46-2.41 (m, 2H), 2.03 (t, J = 7.5 
Hz, 2H), 1.60 (d, J = 7.2 Hz, 3H), 1.59-1.52 (m, 2H)o 
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mmm8 (94) 

4- (2- ( (2- (i-yi^u>- i-^jv) rD^w-r;i/) T^y) -4 




T L C : R f 0.18 ; 

NMR (300 MHz, DMSO-dg) : 6 12.05 (bs, IH), 9.53 (s, IH), 8.31 (d, J = 8.1 Hz, 
IH), 7.94 (m, IH), 7.86 (d, J = 8.7 Hz, IH), 7.83 (d, J = 8.1 Hz, IH), 7.62 - 7.46 (m, 
5H), 7.41 (d, J = 1.5 Hz, IH), 7.23 (dd, J = 7.8, 1.5 Hz, 1 H), 7.18 (d, J = 7.8 Hz, IH), 
7.06 (dd, J = 8.7, 2.4 Hz, IH), 5.11 (s, 2H), 4.70 (q, J = 6.9 Hz, IH), 2.75 (s, 3H), 
2.43 (m, 2H), 2.02 (t, J = 7.5 Hz, 2H), 1.60 (d, J = 6.9 Hz, 3H), 1.56 (m, 2H)o 

^^^J8 (9 5) 

4- (2- ( (2- yu^-^y^jv) t^j) -4 

- (4- (1, 2, 4 - hVT^J—)l- l-'i J]y) y ^->^9-JV) 7 :n 
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T L C : R f 0.11 ; 

NMR (300 MHz, DMSO-d^) : 6 12.05 (s, IH), 9.52 (s, IH), 9.15 (s, IH), 8.31 (d, 
J = 8.1 Hz, IH), 8.17 (s, IH), 7.94 (m, IH), 7.83 (d, J = 8.1 Hz, IH), 7.74 (d, J = 9.0 
Hz, 2H), 7.62 - 7.46 (m, 4H), 7.41 (bs, IH), 7.25 - 7.16 (m, 2H), 7.15 (d, J = 9.0 Hz, 
2H), 5.09 (s, 2H), 4.70 (q, J = 6.9 Hz, IH), 2.43 (m, 2H), 2.03 (t, J = 7.5 Hz, 2H), 
1.60 (d, J = 6.9 Hz, 3H), 1.57 (m, 2H)o 

mmms o 6) 

4- (2- ( (2- JV) yun^^}]y) T^y) -4 




T L C : R f 0.45 (#M3^5^;i/) ; 

NMR (300 MHz, DMSO-dg) : 6 12.04 (s, IH), 9.51 (s, IH), 8.31 (d, J = 8.1 Hz, 
IH), 7.94 (m, IH), 7.83 (d, J = 8.1 Hz, IH), 7.62 - 7.46 (m, 4H), 7.38 (bs, IH), 7.18 
(m, 2H), 7.01 - 6.92 (m, 2H), 6.90 - 6.78 (m, 2H), 5.00 (s, 2 H), 4.70 (q, J = 6.9 Hz, 
IH), 3.98 (q, J = 6.9 Hz, 2H), 2.43 (m, 2H), 2.03 (t, J = 7.5 Hz, 2H), 1.60 (d, J = 6.9 
Hz, 3H), 1.57 (m, 2H), 1.26 (t, J = 6.9 Hz, 3H)o 

mmms o 7) 

4- (2- ( (2- (:h7^i/>- i-^;v) rn7^y-r;v) T^^) -4 
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T L C : R f 0.41 (mM:^^J\y) ; 

NMR (300 MHz, DMSO-d^) : 6 12.05 (bs, IH), 9.53 (s, IH), 8.32 (d, J = 8.1 Hz, 
IH), 7.94 (m, IH), 7.83 (d, J = 8.1 Hz, IH), 7.62 - 7.46 (m, 4H), 7.36 (bs, IH), 7.18 
5 (m, 2H), 6.85 (d, J = 2.1 Hz, IH), 6.82 (d, J = 8.1 Hz, IH), 6.68 (m, IH), 4.95 (s, 2H), 
4.70 (q, J = 6.9 Hz, IH), 3.68 (s, 3H), 2.44 (m, 2H), 2.19 (s, 3H), 2.03 (t, J = 7.5 Hz, 
2H), 1.60 (d, J = 6.9 Hz, 3H), 1.57 (m, 2H)o . 

mmm s ( 9 s ) 

10 4- (2- ( (2- ^i) rD^^v-f;^) T^y) -4 




T L C : R f 0.40 (#^:n5=-;i/) ; 

NMR (300 MHz, DMSO-dg) : 6 12.04 (s, IH), 9.51 (s, IH), 8.30 (d, J = 8.1 Hz, 
15 IH), 7.94 (m, IH), 7.83 (d, J = 8.1 Hz, IH), 7.62 - 7.46 (m, 4H), 7.35 (bs, IH), 7.17 
(m, 2H), 6.14 (d, J = 2.1 Hz, 2H), 6.07 (t, J = 2.1 Hz, IH), 4.96 (s, 2H), 4.69 (q, J = 
6.9 Hz, IH), 3.67 (s, 6H), 2.42 (m, 2H), 2.02 (t, J = 7.2 Hz, 2H), 1.59 (d, J = 6.9 Hz, 
3H), 1.55 (m, 2H)o 
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mmms o 9) 

4- (2- ( (2- (i-y^iyy- rD7iy-r;i/) t^j) -4 




T L C : R f 0.40 ; 

NMR (300 MHz, DMSO-d^) : 6 12.04 (s, IH), 9.51 (s, IH), 8.31 (d, J = 8.1 Hz, 
IH), 7.95 (m, IH), 7.84 (d, J = 8.1 Hz, IH), 7.62 - 7.47 (m, 4H), 7.38 (bs, IH), 7.16 
(m, 2H), 7.03 (m, IH), 6.90 - 6.76 (m, 2H), 4.92 (s, 2H), 4.7 0 (q, J = 6.9 Hz, IH), 
3.78 (s, 3H), 2.43 (m, 2H), 2.02 (t, J = 7.5 Hz, 2H), 1.60 (d, J = 6.9 Hz, 3H), 1.56 (m, 
2H)o 

mmms (loo) 

4- (2- ( (2- (i-:7^]y>-l-^jv) rD7iy^;v) t^J) -4 




T L C : R f 0.53 (#^3:5^;i/) ; 

NMR (300 MHz, DMSO-d^) : 6 12.05 (s, IH), 9.51 (s, IH), 8.31 (d, J = 8.1 Hz, 
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IH), 7.94 (m, IH), 7.83 (d, J = 8.1 Hz, IH), 7.62 - 7.46 (m, 4H), 7.39 (bs, IH), 7.18 
(m, 2H), 7.02 - 6.92 (m, 2H), 6.89 - 6.81 (m, 2H), 5.00 (s, 2 H), 4.70 (q, J = 6.9 Hz, 
IH), 4.47 (m, IH), 2.43 (m, 2H), 2.03 (t, J = 7.5 Hz, 2H), 1.60 (d, J = 6.9 Hz, 3H), 
1.57 (m, 2H), 1.18 (d, J = 6.0 Hz, 6H)o 

mmma (i o i) 

4- (2- ( (2- (i-y^u^- 1 — r;v) rn^iy^r;!/) T^y) -4 




T L C : R f 0.35 (i^^a:5^;i/) ; 

NMR (300 MHz, DMSO-d^) : 6 12.05 (s, IH), 9.51 (s, IH), 8.30 (d, J = 8.1 Hz, 
IH), 7.94 (m, IH), 7.83 (d, J = 8.1 Hz, IH), 7.65 (d, J = 8.7 Hz, IH), 7.62 - 7.45 (m, 
5H), 7.26 (dd, J = 7.8, 1.8 Hz, IH), 7.20 (d, J = 7.8 Hz, 1 H), 6.73 (d, J = 2.4 Hz, IH), 
6.59 (dd, J = 8.7, 2.4 Hz, IH), 5.19 (s, 2H), 4.70 (q, J = 6.9 Hz, IH), 3.80 (s, 3H), 
2.44 (m, 2H), 2.42 (s, 3H), 2.05 (t, J = 7.2 Hz, 2H), 1.60 (d, J = 6.9 Hz, 3H), 1.58 (m, 
2H)o 

mmm s (102) 

2- (2- ( (4-p<5^;i'-2 - a-y-^iy^-l — f;i/) 
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TLC : Rf 0.70 (^Dn4^;PA : ;i/= 1 0 : 1) o 

mmms do 3) 

5 4- (2- ( (2- i--r;i/) rD7\v-f;i/) T^y) -4 




TLC : Rf 0.72 (^nD^;VA : p<^y— ;i/=9 : 1) ; 
N M R (300 MHz, DMSO-dfi) : 6 9.55 (s, IH), 8.31 (d, J = 8.4 Hz, IH), 7.94 (d, J 
10 = 8.7 Hz, IH), 7.83 (d, J = 8.1 Hz, IH), 7.60-7.47 (m, 4H), 7.39 (s, IH), 7.19-7.17 
(m, 3H), 7.02 (s, IH), 5.06 (s, 2H), 4.70 (q, J = 6.9 Hz, IH), 2.44-2.42 (m, 2H), 2.16 
(s, 3H), 2.11 (s, 3H), 2.04 (t, J = 7.5 Hz, 2H), 1.59 (d, J = 6.9 Hz, 3H), 1.59-1.52 (m, 
2H)o 

15 8 (10 4) 

4- (2- ( (2- i±y^u>- rD>'iy-r;v) T^y) -4 
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iy^^;!/) yj:.—j]y) y'i^ym 




10 



TL C : Rf 0.62 (^DD:tc;i/A : ^^y— ;i/= 9 : 1) ; 
NMR (300 MHz, DMSO-dfi) : 6 9.56 (s, IH), 8.31 (d, J = 8.1 Hz, IH), 7.94 (d, J 
= 6.9 Hz, IH), 7.84-7.78 (m, 2H), 7.59-7.47 (m, 4H), 7.40 (s, IH), 7.19 (brs, 2H), 
6.93-6.91 (m, 2H), 5.10 (s, 2H), 4.70 (q, J = 6.9 Hz, IH), 2.88 (t, J = 6.0 Hz, 2H), 
2.53-2.50 (m, 2H), 2.44 (dd, J = 8.7, 5.4 Hz, 2H), 2.05-1.97 (m, 4H), 1.60 (d, J = 6.9 
Hz, 3H), 1.59-1.52 (m, 2H)o 



8 (10 5) 



4- (2- ( (2- )]y) yu^-^j^jv) T^y) -4 



COOH 



NO 




15 TLC : Rf 0.62 (^57D^J^^;l/A : ;i/= 9 : 1) ; 

NMR (300 MHz, DMSO-dJ : 6 9.53 (s, IH), 8.30 (d, J = 8.1 Hz, IH), 7.94 (d, J 
= 7.5 Hz, IH), 7.83 (d, J = 7.8 Hz, IH), 7.62-7.45 (m, 6H), 7.43-7.36 (m, 2H), 7.32 
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(m, IH), 7.20 (s, 2H), 5.09 (s, 2H), 4.70 (q, J = 6.9 Hz, IH), 2.48-2.41 (m, 2H), 2.03 
(t, J = 7.5 Hz, 2H), 1.60 (d, J = 6.6 Hz, 3H), 1.58-1.54 (m, 2H)o 

^^J8 (10 6) 

4- (2- ( (2- (::^:7:^ 1 --r;i/) rn^iy-Y;!/) T^y) -4 




CI 



TL C : Rf 0.59 (^UU-^i^JVA : :^^J—;i= 9:1) ; 
NMR (300 MHz, DMSO-d^) : 6 9.55 (s, IH), 8.31 (d, J = 8.4 Hz, IH), 7.94 (d, J 
= 7.2 Hz, IH), 7.83 (d, J = 7.8 Hz, IH), 7.61-7.47 (m, 4H), 7.37 (s, IH), 7.18 (s, 2H), 
6.63 (m, IH), 6.59 (m, IH), 6.52 (m, IH), 5.02 (s, 2H), 4.70 (q, J = 6.6 Hz, IH), 3.72 
(s, 3H), 2.49-2.41 (m, 2H), 2.02 (t, J = 7.2 Hz, 2H), 1.60 (d, J = 6.6 Hz, 3H), 1.59- 
1.51 (m, 2H)o 

mmm8 ( i o 7) 

4- (2- ( (2- (:^7^5? 1 — r;i/) rD>'-^y-r;i/) T^y) -4 
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TLC : Rf 0.60 (^7DD7i^;VA : p<^57y— ;i/=9 : 1) ; 
N M R (300 MHz, DMSO-dg) : 6 9.54 (s, IH), 8.31 (d, J = 8.1 Hz, IH), 7.95 (d, J 
= 7.8 Hz, IH), 7.83 (d, J = 8.1 Hz, IH), 7.61-7.47 (m, 4H), 7.36 (s, IH), 7.17 (s, 2H), 
6.88 (d, J = 8.4 Hz, IH), 6.80 (d, J = 1.5 Hz, IH), 6.65 (dd, J = 8.4, 1.5 Hz, IH), 4.94 
(s, 2H), 4.69 (q, J = 6.9 Hz, IH), 3.72 (s, 3H), 2.52 (q, J = 7.5 Hz, 2H), 2.43 (dd, J = 
8.7, 5.4 Hz, 2H), 2.03 (t, J = 7.5 Hz, 2H), 1.60 (d, J = 6.9 Hz, 3H), 1.59-1.52 (m, 2H), 
1.14 (t, J = 7.5 Hz, 3H)o 

mmm8 (i o s) 

4- (2- ( (2- (i-y^ly>-l-4J\y) yunj^)]y) -4 
- (4-T-fe^;i/T^y-2 -^DD>'3iy:3E^^^5^;i/) 7 3in;i/) 

m 




TLC : Rf 0.49 (^Dn3}^;i/A : ^^y— ;V=9 : 1) ; 
NMR (300 MHz, DMSO-dfi) : 6 9.95 (s, IH), 9.56 (s, IH), 8.31 (d, J = 8.4 Hz, 
IH), 7.94 (d, J = 8.4 Hz, IH), 7.83 (d, J = 7.8 Hz, IH), 7.76 (d, J = 2.4 Hz, IH), 7.61- 
7.47 (m, 4H), 7.39 (brs, IH), 7.34 (dd, J = 8.7, 2.4 Hz, IH), 7.19 (s, 2H), 7.13 (d, J = 
8.7 Hz, IH), 5.07 (s, 2H), 4.70 (q, J = 6.9 Hz, IH), 2.47-2.41 (m, 2H), 2.03 (t, J = 7.5 
Hz, 2H), 2.00 (s, 3H), 1.59 (d, J = 6.9 Hz, 3H), 1.59-1.53 (m, 2H)o 

mmm 8 (109) 

4- (2- ( (2- i±ys^]y>- rn/iy-i';i/) t^j) -4 
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TLC : Rf 0.62 (i^nD3f:;i'A : ^^J'y— ;i/=9 : 1) ; 
NMR (300 MHz, DMSO-dg) ; 6 9.56 (s, IH), 8.31 (d, J = 8.1 Hz, IH), 7.94 (d, J 
= 7.2 Hz, IH), 7.83 (d, J = 8.1 Hz, IH), 7.62-7.47 (m, 4H), 7.39 (s, IH), 7.24-6.93 
(m, 6H), 5.08 (s, 2H), 4.70 (q, J = 6.9 Hz, IH), 2.47-2.40 (m, 2H), 2.35 (s, 3H), 2.04 
(t, J = 7.5 Hz, 2H), 1.59 (d, J = 6.9 Hz, 3H), 1.59-1.53 (m, 2H)o 

mmms a lo) 

4- (2- ( (2- (i-y^u>- yuji^-fjv) T^y) -4 



o 

TLC : Rf 0.62 (^tiU:!iK)\/A : ^^y'~;i/=9 : 1 ) ; 
NMR (300 MHz, DMSO-d^) : d 9.55 (s, IH), 8.31 (d, J = 8.1 Hz, IH), 7.96-7.90 
(m, 3H), 7.83 (d, J = 7.8 Hz, IH), 7.61-7.47 (m, 4H), 7.40 (brs, IH), 7.19 (s, 2H), 
7.07 (d, J = 9.0 Hz, 2H), 5.12 (s, 2H), 4.70 (q, J = 6.9 Hz, IH), 2.91 (t, J = 7.2 Hz, 
2H), 2.44 (dd, J = 8.7, 5.7 Hz, 2H), 2.03 (t, J = 7.2 Hz, 2H), 1.68-1.52 (m, 4H), 1.60 
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(d, J = 6.9 Hz, 3H), 0.90 (t, J = 7.5 Hz, 3H)o 

%:gS^J8 (111) 

(2E) -3- (2- ( (4-^5=-;P-2-:7 3^r:;i/^>>«7y^;i/) T^^) 

^COOH 



TLC : Rf 0.39 (^nD!fc;i/A : ^^y— ;i/= 9 : 1) o 
l^lfe#iJ8 (112) 

10 4- (2- ( (2- (4-7;i/:rp:h:7^57 1 yu;iy^4J\y) 

T^y) -4- (1^^^/— 1— r;i/p<5=-;i/) :7 3iri;i/) y'^ym 

r^cooH 



T L C : R f 0.30 (g^^a::5^;V) ; 

NMR (300 MHz, DMSO-dJ : 6 12.03 (s, IH), 9.51 (s, IH), 8.34 (d, J = 8.1 Hz, 
15 IH), 8.11-8.08 (m, IH), 7.77 (d, J = 2.1 Hz, IH), 7.72-7.62 (m, 2H), 7.54 (dd, J = 8.1, 
5.7 Hz, IH), 7.42 (d, J = 2.1 Hz, IH), 7.32 (dd, J = 10.5, 8.1 Hz, IH), 7.15-7.10 (m, 
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2H), 6.95 (dd, J = 8.1, 1.5 Hz, IH), 6.23 (t, J = 2.1 Hz, IH), 5.24 (s, 2H), 4.63 (q, J = 
6.9 Hz, IH), 2.38 (t, J = 7.8 Hz, 2H), 1.98 (t, J = 7.8 Hz, 2H), 1.58 (d, J = 6.9 Hz, 
3H), 1.54-1.49 (m, 2H)o 

5 mmm s (i i 3 ) 

3- (2- ( (2- (4-7;l/;<^D:^7^57 1/>- 1— f;i/) yuMyf^j]y) 




TLC : Rf 0.39 : mm^9-;\y= 1 : l^ 0.5%m) ; 

10 NMR (300 MHz, DMSO-dJ : d 12.13 (s, IH), 9.64 (s, IH), 834 (m, IH), 8.10 
(m, IH), 7.74-7.61 (m, 2H), 7.54 (dd, J = 8.1, 5.7 Hz, IH), 7.36-7.17 (m, 6H), 6.99- 
6.88 (m, 3H), 5.01 (s, 2H), 4.66 (q, J = 6.9 Hz, IH), 2.72 (t, J = 7.5 Hz, 2H), 2.36 (t, J 
= 7.5 Hz, 2H), 1.59 (d, J = 6.9 Hz, 3H)o 

15 ^^J8 (114) 

3- (2- ( (2- i4-y)\/:;^u±y^uy- 1-^ yu;^j^)]/) 
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TLC : Rf 0.33 (^^-^^ : ®^^:ng=-;i/= 1:1, 0.5%mm.) ; 
NMR (300 MHz, DMSO-d,,) : 6 12.12 (br, IH), 9.67 (bs, IH), 8.33 (m, IH), 8.09 
(m, IH), 7.71-7.60 (m, 2H), 7.53 (dd, J = 7.2, 6.6 Hz, IH), 7.34-7.22 (m, 2H), 7.17- 
7.07 (m, 2H), 7.04-6.95 (m, 2H), 6.55-6.44 (m, 3H), 6.17 (t, J = 5.7 Hz, IH), 4.63 (q, 
5 J = 6.9 Hz, IH), 4.16 (d, J = 5.7 Hz, 2H), 2.67 (t, J = 7.5 Hz, 2H), 2.33 (t, J = 7.5 Hz, 
2H), 1.58 (d, J = 6.9 Hz, 3H)o 

mmm s (i 1 5 ) 

3- (2- ( (2- (4-yjv:ttii-y^]y>-l — f;i/) y^uny^j]/) 



TLC : Rf 0.19 : Wm^^J^y= 1:2. 0.5%!^^) ; 

NMR (300 MHz, DMSO-dg) : d 12.12 (br, IH), 9.64 (bs, IH), 8.32 (m, IH), 8.09 
(m, IH), 7.76 (d, J = 2.1 Hz, IH), 7.73-7.61 (m, 2H), 7.53 (dd, J = 7.8, 5.7 Hz, IH), 
15 7.42 (d, J = 2.1 Hz, IH), 7.30 (dd, J = 10.5, 7.8 Hz, IH), 7.16 (d, J = 7.8 Hz, IH), 
7.13 (d, J = 1.5 Hz, IH), 6.95 (dd, J = 7.8, 1.5 Hz, IH), 6.23 (t, J = 2.1 Hz, IH), 5.24 
(s, 2H), 4.63 (q, J = 6.9 Hz, IH), 2.67 (t, J = 7.8 Hz, 2H), 2.34 (t, J = 7.8 Hz, 2H), 
1.57 (d, J = 6.9 Hz, 3H)o 

20 8 (116) 

2- (2- ( (2- (4-y;]y:^ui-y^'iy>-i-^j]y) r-b^;i/) T5: 
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TL C : Rf 0.56 (i^nDxh;i/A : ;i/= 10:1) ; 

N M R (300 MHz, DMSO-dg) : <S 9.79 (s, IH), 8.12-8.02 (m, 2H), 7.87 (m, IH), 
7.67-7.52 (m, 3H), 7.47-7.11 (m, 7H), 7.06-6.87 (m, 5H), 5.02 (s, 2H), 4.35 (s, 2H), 
5 4.11 (s, 2H)o 

^^J8 (117) 

2- (2- ( (2- (4-yjV:tu±'7^\y>- 1—i JV) :7°nyiy ;i/) 



10 




TLC : Rf 0.60 (^^DD3^;i/A : ;i/= 10:1) ; 

NMR (300 MHz, DMSO-dg) : 6 9.70 (s, IH), 8.26 (m, IH), 8.07 (m, IE), 7.79 (m, 
IH), 7.68-7.53 (m, 3H), 7.45 (m, IH), 7.41-7.21 (m, 5H), 7.16 (m, IH), 7.04-6.86 (m, 
5H), 5.03 (s, 2H), 4.62 (q, J = 6.9 Hz, IH), 4.27 (s, 2H), 1.48 (d, J = 6.9 Hz, 3H)o 

15 
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mmms (i i s) 

2- (2- ( (4 2 -7 3in;i/^>^y-f -4-y 




5 TLC : Rf 0.50 (^^^7^;;l/A : ;i/=9 : 1) ; 

N MR (300 MHz, CDOj) : 6 8.15 (brs, IH), 8.00-7.94 (m, IH), 7.94-7.88 (m, IH), 
7.44-7.34 (m, IH), 7.32-7.02 (m, IIH), 7.00-6.90 (m, 3H), 5.02 (s, 2H), 4.20 (s, 2H), 
3.55 (t, J = 7.5 Hz, IH), 2.00-1.30 (m, 3HX 0.85 (d, J = 6.0 Hz, 6H)o 

10 mmm8 (i i 9) 

2- (2- ( (4-^^;i/-2- (3, 5-S^p<^;i/7rcr:;i/) ^>^y-f 
;i/) T^7) -4-7 3iy:^$;'p<^;v^>i^;i/) 
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T L C : R f 0.50 (^UUyi^?VA '. J — ;i/= 9:1) ; 
NMR (300 MHz, CDCI3) : 6 8.16 (brs, IH), 7.95 (d, J = 7.5 Hz, IH), 7.84 (brs, 
IH), 7.42-7.34 (m, IH), 7.32-6.90 (m, 9H), 6.81 (s, 3H), 5.02 (s, 2H), 4.25 (d, J = 
16.2 Hz, IH), 4.15 (d, J = 16.2 Hz, IH), 3.47 (t, J = 7.8 Hz, IH), 2.22 (s, 6H), 2.04- 
5 1.90 (m, IH), 1.66-1.55 (m, IH), 1.50-1.30 (m, IH), 0.85 (d, J = 6.6 Hz, 6H) o 

^^J8 (12 0) 

2- (2- ( (2- (::^:7^$^l/>- l->f;i/) T-lr5^;^) l^^J) 



10 




TLC : Rf 0.50 {i^UXiit^)\/hs : ;i/=9 : 1) ; 

NMR (300 MHz, CDQs) : 6 8.08 (s, IH), 8.00-7.89 (m, 2H), 7.82-7.73 (m, IH), 
7.72-7.66 (m, IH), 7.52 (brs, IH), 7.49-7.38 (m, 2H), 7.34-7.18 (m, 5H), 7.16-7.10 
(m, IH), 7.02-6.90 (m, 4H), 6.84-6.76 (m, IH), 5.01 (s, 2H), 4.09 (s, 2H), 3.88 (s, 
15 2H)o 

S^^J 8 (12 1) 

3- (2- ( 2 - (4-yjV:tU-3-^^;vy3u—JV) ^ 
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COOH 



TLC : Rf 0.41 (^^D5i^;^A : p<^57>'— ;i/= 19:1) ; 
NMR (300 MHz, CDCI3) : 6 8.23 (s, IH), 7.80 (s, IH), 7.33-7.09 (m, 6H), 
7.00-6.90 (m, 4H), 4.98 (s, 2H), 3.62 (t, J = 7.7 Hz, IH), 2.70-2.55 (m, 4H), 2.25 (s, 
5 3H), 2.10 (m, IH), 1.74 (m, IH), 1.54 (m, IH), 0.95 (d, J = 6.6 Hz, 3H), 0.93 (d, J = 
6.6 Hz, 3H)o 

mmms (122) 

3- (2- ( (4-^9-J]y-2- (3, 5-$^p?^;i/7rcn;i/) ^>^$^y-r 
10 ;i/) T'^y) - 4 -7rcy ^5>^5^;v:7ai^;v) ytm^m. 

^COOH 



T L C : R f 0.30 (^^-^y : |^^rc5^;v= 1:2) ; 
NMR (300 MHz, DMSO-dg) : 6 12.09 (s, IH), 9.51 (s, IH), 730-7.15 (m, 5H), 
6.99-6.84 (m, 6H), 5.00 (s, 2H), 3.79-3.74 (m, IH), 2.70 (t, J = 7.5 Hz, 2H), 2.32 (t, J 
15 = 7.5 Hz, 2H), 2.24 (s, 6H), 2.02-1.94 (m, IH), 1.54-1.39 (m, 2H), 0.93 (d, J = 6.0 
Hz, 3H), 0.89 (d, J = 6.0 Hz, 3H)o 
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^^J8 (12 3) 

3- (2- ( (4-pig^;^-2- i4-^h^->-l, 3-t^:t^V-^>i^^ 

5 yti^'^>m 



T L C : R f 0.50 ; 

NMR (300 MHz, CDQs) : 6 8.29 (s, IH), 7.82 (s, IH), 7.30-7.12 (m, 4H), 
10 6.97-6.93 (m, 3H), 6.61 (d, J = 6.0 Hz, 2H), 5.93 (s, 2H), 4.99 (s, 2H), 3.89 (s, 3H), 
3.58 (t, J = 7.5 Hz, IH), 2.70-2.64 (m, 4H), 2.12-2.02 (m, IH), 1.79-1.69 (m, IH), 
1.61-1.52 (m, IH), 0.96-0.93 (m, 6H)o 

TLC : Rf 0.35 in-^^V-> : i^^J^5^;i/= 1 : 2) o 

15 

mmms (124) 

2- (2- ( (2- l-^J]y) :7°Dy^v^;^) T^y) -4 




COOH 
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TLC : Rf 0.26 : i^^ai^;V= 2 : 1. 0.5%^^) ; 

NMR (300 MHz, DMSO-da) : 6 12.94 (bs, IH), 9.62 (bs, IH), 8.21 (m, IH), 7.92 
(m, IH), 7.83-7.77 (m, 2H), 7.57-7.25 (m, 7H), 7.17-7.07 (m, 3H), 7.00-6.79 (m, 4H), 
5 5.03 (s, 2H), 4.64 (q, J = 6.9 Hz, IH), 4.28 (d, J = 16.5 Hz, IH), 4.23 (d, J = 16.5 Hz, 
IH), 2.15 (s, 3H), 1.48 (d, J = 6.9 Hz, 3H)o 

mmms (125) 

2- (2- ( (2- 1-^ jiy) rn7iy-r;v) r^y) -4 

10 - (2-^DD-5-p<5=-;i/73^y:^5>'^5^;i/) ^vi^;!/) 




TLC : Rf 0.23 : @^^a::g^;v= 2 : 1^ 0.5%S^^) ; 

NMR (300 MHz, DMSO-d^) : 6 12.94 (bs, IH), 9.64 (bs, IH), 8.22 (m, IH), 7.92 
(m, IH), 7.83-7.77 (m, 2H), 7.58-7.25 (m, 8H), 7.15 (dd, J = 8.1, 1.5 Hz, IH), 7.06 
15 (d, J = 1.5 Hz, IH), 6.97-6.88 (m, 2H), 6.76 (d4 J = 8.1, 1.5 Hz, IH), 5.09 (s, 2H), 
4.65 (q, J = 7,5 Hz, IH), 4.29 (d, J = 16.5 Hz, IH), 4.23 (d, J = 16.5 Hz, IH), 2.26 (s, 
3H), 1.48 (d, J = 7.5 Hz, 3H)o 
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mmms (126) 

2- (2- ( (2- (±y^]y>-l-^J]y) m^iy-f;!/) T^^) -4 



5 




TLC : Rf 0.17 (^^D-y :mm:^^J\y=2 : 1. 0.5%i^^) ; 
NMR (300 MHz, DMSO-dfi) : d" 12.95 (s, IH), 9.63 (s, IH), 8.20 (m, IH), 7.91 
(m, IH), 7.83-7.76 (m, 2H), 7.57-7.25 (m, IIH), 7.14 (dd, J = 8.1, 1.5 Hz, IH), 6.96- 
6.87 (m, 2H), 5.09 (s, 2H), 4.64 (q, J = 6.9 Hz, IH), 4.29 (d, J = 16.5 Hz, IH), 4.22 
10 (d, J = 16.5 Hz, IH), 1.47 (d, J = 6.9 Hz, 3H)o 

^^J8 (12 7) 

2- (2- ( (2- a-y^u^-i-^jv) rD^iy>r;i/) T^y) -4 



15 




TLC : Rf 0.44 (WM^^JK 0.5%!^^) ; 
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NMR (300 MHz, DMSO-dJ : 6 12.95 (bs, IH), 9.75 (bs, IH), 8.31 (bs, IH), 
8.23-8.12 (m, 2H), 7.91 (m, IH), 7.82-7.75 (m, 2H), 7.57 (bs, IH), 7.54-7.24 (m, 8H), 
7.14 (m, IH), 6.96-6.88 (m, 2H), 5.09 (s, 2H), 4.66 (q, J = 6.9 Hz, IH), 4.29 (d, J = 
16.5 Hz, IH), 4.22 (d, J = 16.5 Hz, IH), 1.47 (d, J = 6.9 Hz, 3H)o 



mmms (128) 



10 T L C : R f 0.30 (S^^ai5=-;P) ; 

NMR (300 MHz, DMSO-d<,) : d 12.10 (s, IH), 10.30 (s, IH), 8.29-8.26 (m, IH), 
8.10-8.00 (m, 3H), 7.83 (dd, J = 7.2, 0.9 Hz, IH), 7.70 (dd, J = 7.8, 1.8 Hz, IH), 
7.65-7.58 (m, 3H), 7.52 (d, J = 8.1 Hz, IH), 2.78 (t, J = 7.8 Hz, 2H), 2.26 (t, J = 7.5 
Hz, 2H), 1.88-1.78 (m, 2H)o 

15 

mmms (129) 

7- ( (2- (-j-^^lyy-l — (J]/) T^y) -2-^>Vy 



5 




538 



wo 03/016254 



PCT/JP02/08120 



COOH 




TLC : Rf 0.43 (^Dn:tc;i/A : ^^y— ;V : i^^= 9 0:10:1) ; 
NMR (300 MHz, DMSO-d^) : 6 10.56 (s, IH), 8.18 (d, J = 8.1 Hz, IH), 7.97-7.81 
(m, 3H), 7.70 (d, J = 0.6 Hz, IH), 7.62-7.43 (m, 5H), 7.26 (t, J = 7.8 Hz, IH), 4.31 (s, 
5 2H)o 

mmms (i 3 o) 

7- ( (2- (i-y^\y>-l-4JV) y^UM^-fJly) T^J) - 2 

COOH 




TLC : Rf 0.46 (^DD5i^;i/A : : WM= 9 0:10:1) ; 

NMR (300 MHz, DMSO-dg) : 6 10.4 (s, IH), 8.32 (d, J = 8.4 Hz, IH), 7.94 (d, J 
= 8.4 Hz, IH), 7.86-7.78 (m, 2H), 7.69-7.45 (m, 6H), 7.27 (m, IH), 4.91 (q, J = 6.9 
Hz, IH), 1.58 (d, J = 6.9 Hz, 3H)o 

15 

^^#118 (13 1) 
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COOH 



TLC : Rf 0.48 (^nn4^;i/A : p<^y— ;i/ : mM=9 0:10:1) ; 
NMR (300 MHz, DMSO-ds) : 6 10.5 (s, IH), 8.42 (d, J = 8.4 Hz, IH), 7.94 (d, J 
5 = 8.1 Hz, IH), 7.86 (d, J = 7.8 Hz, IH), 7.82 (d, J = 7.8 Hz, IH), 7.74-7.60 (m, 3H), 
7.58-7.44 (m, 3H), 7.27 (m, IH), 4.93 (m, IH), 2.12 (m, IH), 1.76-1.53 (m, 2H), 1.07 
(d, J = 6.3 Hz, 3H), 0.93 (d, J = 6.3 Hz, 3H)o 

mmms (is 2) 

10 2 - (1- (2- (i-zy^uy- yu\fyt—)v) -r>h'-;v-3 

-^;i') mm 



TL C : Rf 0.29 (^^nD3j^;i/A : ;i/= 1 9 : 1) ; 

NMR (300 MHz, CDCI3) : 6 8.62 (d, J = 8.4 Hz, IH), 8.18 (d, J = 8.4 Hz, IH), 
15 7.90 (d, J = 8.4 Hz, IH), 7.75 (d, J = 8.4 Hz, IH), 7.63 (m, IH), 7.53 (dd, J = 7.8, 7.8 
Hz, IH), 7.46-7.25 (m, 5H), 7.15 (s, IH), 5.18 (q, J = 6.9 Hz, IH), 3.54 (d, J = 17.1 
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Hz, IH) 3.46 (d, J = 17.1 Hz, IH), 1.73 (d, J = 6.9 Hz, 3H)o 

mmms (133) 
5 >F-;i/-3— f;!/) i^^ 



TL C : Rf 0.33 (^DD4^;i/A : ?^^J—)]y= 19:1) ; 
N M R (300 MHz, CDCI3) : 6 8.00 (d, J = 8.4 Hz, IH), 7.89 (d, J = 8.4 Hz, IH), 
7.79 (d, J = 7.8 Hz, IH), 7.75 (d, J = 8.1 Hz, IH), 7.60-7.35 (m, 5H), 7.18 (dd, J = 
10 7.5, 7.5 Hz, IH), 7.08 (dd, J = 7.8, 7.8 Hz, IH), 5.37 (q, J = 6.6 Hz, IH), 3.63 (s, 2H), 
2.48 (s, 3H), 1.78 (d, J = 6.6 Hz, 3H)o 

^^J8 (13 4) 

3- (1- (2- {i-y^u>- 1-^ y't2}f:t—jv) -r>K-;i/-3 
15 — r;v) rn^^y^ 




COOH 




TLC : Rf 0.22 (^DD:tc;i/A : ^^y— ;i/= 19:1) 
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N M R (300 MHz, CDCI3) : 6 8.60 (d, J = 7.8 Hz, IH), 8.20 (d, J = 8.1 Hz, IH), 
7.92 (d, J = 7.8 Hz, IH), 7.76 (dd, J = 7.5, 2.1 Hz, IH), 7.67 (m, IH), 7.57 (dd, J = 
7.5, 7.5 Hz, IH), 7.46-7.24 (m, 5H), 6.95 (s, IH), 5.14 (q, J = 6.9 Hz, IH), 2.88-2.73 
(m, 2H), 2.45 (t, J = 7.5 Hz, 2H), 1.74 (d, J = 6.9 Hz, 3H)o 

mmm8 (135) 

3- (2-p<5^;v-l- (2- yu}^:t-jv) -r 

> F-;v-3--r;i/) yvj^-^ym 

COOH 




TLC : Rf 0.46 (^nD:?J^;i/A : ;i/= 19:1) ; 

N M R (300 MHz, CDCI3) : 6 8.00 (d, J = 8.1 Hz, IH), 7.89 (d, J = 8.1 Hz, IH), 
7.84 (d, J = 8.1 Hz, IH), 7.75 (d, J = 8.1 Hz, IH), 7.60-7.34 (m, 5H), 7.18 (dd, J = 
7.5, 7.5 Hz, IH), 7.09 (dd, J = 7.5, 7.5 Hz, IH), 5.38 (q, J = 6.6 Hz, IH), 2.94 (t, J = 
7.5 Hz, 2H), 2.57 (t, J = 7.5 Hz, 2H), 2.46 (s, 3H), 1.78 (d, J = 6.6 Hz, 3H)o 

mmms (i 3 6) 

3- (6-s>ry-l - (2- a-y-^^iy^- 1-4 ^ly) 7' n ti°;t-;i/) 4 
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COOH 




T L C : R f 0.44 (n-^^V-^ :mm:^^)V :mm= 1. 0 0 : 1 0 0 : 1 ) ; 
NMR (300 MHz, DMSO-dg) : 6 8.72 (s, IH), 8.30 (d, J = 8.7 Hz, IH), 7.98 (d, J 
= 8.1 Hz, IH), 7.85 (d, J = 7.5 Hz, IH), 7.81-7.77 (m, 2H), 7.69-7.55 (m, 3H), 7.47- 
7.39 (m, 2H), 5.59 (q, J = 6.9 Hz, IH), 2.86-2.67 (m, 2H), 2.53-2.35 (m, 2H), 1.64 (d, 
J=6.9Hz,3H)o 

##^J 1 6 



NMR (300MHz, CDCI3) : 6 8.02-8.01 (m, IH), 7.81 (d, J = 8.1 Hz, IH), 7.41- 
7.37 (m, IH), 4.71 (s, 2H), 3.93 (s, 3H)o 

1 7 
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##^J1 6T-M3gb;fe<b-^ (3.66g) (DMih^^uy (2 Oml) mmi^. 
T;^=^>#HMT^ O'C-^^^JV^U^^ F (1.07ml) , h U ^ > 

5 (1.92ml) ^jp^. 1 o^r^mwht^o KjitM^mi^yK^m^. m 

yKm^fhi- h V ^ A (5 2 5mg, 63.1%) CDN, N-i^p<^;V*;i/AT^ F 

(5ml) M^mi^yoiy-;!/ (i.3og) mu^. m^m^mui! immmw 
Oml) mm^m^. mux- 1 o^mmr^vtco ^mm-^m^i'Nm.m^m 

^y^-xmmu iiirommm^m-r^^mih^ (4.44 g) ^f#feo 

15 N M R (300MHz, CDCI3) : 6 8.08 (s, IH), 7.82 (d, J = 8.1 Hz, IH), 7.48-7.45 (m, 
IH), 7.33-7.28 (m, 2H), 7.02-6.94 (m, 3H), 5.05 (s, 2H), 3.93 (s, 3H)o 

#%^J 1 8 

2- (:h7^i/>-2--f;i/p<5^;i/) -4-7a:y^^p«5^;i'^>s^;vT;i/ 
20 ;v 
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T;vrf>#H^T> (7 1 Omg) h^t }«d:7^> (2ml) 
5 (1.20g) ©T^h^t FD:7^> (3ml) ^M^ySTU ^^^^ 

T;i/3i'>#HMTs tfxs^-^>j;^';^>T-te hv^^^s^^t^A (i 5 emg) 
:fe«J:t>'S;^:7 y 73^D-fe> ( 1 5 Img) cDt^ h^t ?fD7'^ 

> (2ml) ##^J1 yt^Msgbfe-fb^ (l.00g) ©T^h^t h'P 

10 (3ml) ^?t^;!3n^fe^s _hfBT-H)Si^bfe:ffi^i«^^;&ax.feo mU 

2- (2-±:7 5^;i/p<5=-;i/) - 4 - ^>>p< 5^;i,g^^^p<^;V^ff 

15 7';i/ri">#H^Ts 0°CT7j<:^Yb»;g=-'^AT;i/^r:i>A (2 0 6mg) © 
i^ai5^;i/rc~7^;i/ (2ml) mmmiz. ±fBT-i)IMbfe2- (2-:^:7^;^ 
p<5^;i/) -4 -yjiy^iyp^^;^^^^^^^^^-;^®^^^::^^-;^^— (3m 

1) -T^h^t KD7^> (3ml) :^^^?iTbfeo Oi^mU 
^ (9 7 4mg) ^#feo 

NMR (300MHz, CDCI3) : <S 7.82-7.71 (m, 3H), 7.53-7.35 (m, 5H), 7.30-7.25 (m, 
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4H), 6.98-6.93 (m, 3H), 5.04 (s, 2H), 4.69 (d, J = 4.8 Hz, 2H), 4.26 (s, 2H), 1.46-1.44 
(m, lH)o 

##^J 1 9 




##^J1 STM^tbfe'fb^t/ (9 7 4mg) omm^^^J]^ (5ml) mW. 

iz^ TJVdt>mmMy. o°ci?^^p<5=-;i/:^;i/7fc^s>H (imi). hu^i^ 

10 ;i/7'^> (1.17ml) *5J:t«^l:f US^> (6 7 Img) ^^JP;1^ S^*^ 

MT«i^^^#bfeo M;?sts^tiJ37j<^5n^. mm^^^jv^mmht^o mm 
mm^^-r?>mmit-^m (s? img) §t#feo 

15 N M R (300MHz, CDCI3) : 6 10.27 (s, IH), 7.90 (d, J = 7.5 Hz, IH), 7.80-7.70 (m, 
3H), 7.53-7.25 (m, 8H), 7.00-6.92 (m, 3H), 5.10 (s, 2H), 4.62 (s, 2H)o 



(2E) -3- (2 
20 3^—)]/) -2 
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vn>m(574mg) :feJ:t>^tf^Ui^> (0.16ml) ^m^. m^^^ 1 2 

-r^^M^b-^ (8 1 Omg) ^#feo 
T L C : R f 0.60 ; 

NMR (300MHz, CDCI3); 8.17 (d, J = 15.6 Hz, IH), 7.80-7.65 (m, 4H), 7.52 (s, IH), 
10 7.44-7.37 (m, 3H), 7.31-7.25 (m, 4H), 6.99-6.93 (m, 3H), 6.35 (d, J = 15.6 Hz, IH), 
5.05 (s, 2H), 4.31 (s, 2H)o 

mmmQ (i) ^mmmQ (6) 

15 mT©^b^t;=&f#fco 

^#119 (1) 

(2E) -3- (2- {±y^Vly-2-^)V;^^)V) -4- ;V 
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COOH 



T L C : R f 0.50 (MM^^Jl) o 
^^J9 (2) 

(2E) -3- (2-^>i^J\y-4-'7 -2-y° 



N M R (300 MHz, CDCI3) : d 8.10 (d, J = 15.9 Hz, IH), 7.64 (d, J = 8.1 Hz, IH), 
7.40-7.10 (m, 9H), 7.00-6.93 (m, 3H), 6.34 (d, J = 15.9 Hz, IH), 5.06 (s, 2H), 4.15 (s, 
2H)o 

^^J9 (3) 

3- (2- (^7^i/>-2--r;i'p<^;i/) - 4-y ^^>^^j\yy ol^. 




TLC : Rf 0.24 (^j7nD4^;i/A : j^^y—;]/=9 : 1) 
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T L C : R f 0.65 mM^^-JV) ; 

N M R (300 MHz, DMSO-d^) : 6 12.10 (s, IH), 7.87-7.75 (m, 3H), 7.58 (s, IH), 
7.49-7.41 (m, 2H), 7.31-7.22 (m, 6H), 6.97-6.89 (m, 3H), 5.02 (s, 2H), 4.18 (s, 2H), 
5 2.84 (t, J = 8.1 Hz, 2H), 2.39 (t, J = 8.1 Hz, 2H)o 

mmm9 (4) 

3- (2- (i-7^U>-2-4J)y^'^J]^) -4 - (\f^'J—JV-l-^;]y 



10 




T L C : R f 0.45 ; 

NMR (300 MHz, DMSO-dg) : 6 12.08 (s, IH), 7.87-7.76 (m, 4H), 7.56 (s, IH), 
7.48-7.41 (m, 3H), 7.27 (dd, J = 8.1, 1.5 Hz, IH), 7.17 (d, J = 8.1 Hz, IH), 7.08 (s, 
IH), 6.99 (dd, J = 8.1, 1.5 Hz, IH), 6.22 (t, J = 2.1 Hz, IH), 5.25 (s, 2H), 4.14 (s, 2H), 
15 2.80 (t, J = 7.8 Hz, 2H), 2.36 (t, J = 7,8 Hz, 2H)o 
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mmm9 (5) 

(2E) - 3- (2- ( 3 -7^n;i/rDhVl/) -4- i}f^^J~-)\y-l- 



5 TLC : Rf 0.35 : l^^:c^;i/= 1 : 1^ 0.5%i^^) ; 

NMR (300 MHz, CDCI3) :6 8.01 (d, J = 15.9 Hz, IH), 7.59-7.53 (m, 2H), 7.40 
(d, J = 2.1 Hz, IH), 7.32-7.25 (m, 2H), 7.22-7.14 (m, 3H), 7.08-7.02 (m, 2H), 6.35 (d, 
J = 15.9 Hz, IH), 6.30 (t, J = 2.1 Hz, IH), 5.32 (s, 2H), 2.75 (t, J = 7.5 Hz, 2H), 2.66 
(t, J = 7.5 Hz, 2H), 1.89 (m, 2H)o 

10 

mmm9 (6) 

2- (2- (3- {i-y^u>-2--(jv) yu}^jv) -4 - (if-^-y—;!/ 

^Os. ^COOH 



15 TLC : Rf 0.20 (^7nD/}^;VA : p<^^— ;i/= 10: 1) o 

mmm i o 

(2E) -N-:7:x-;i/x;i/5j^-;v-3 - (2- (::h:7^ 2 
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mmmo'^mB.hrci^h-mo (2oomg) cdn, N-t^^^jvTt^jvAT^ 

F (1ml) mm^. ^>-1f >;=^;i/:^>T^ (12 0mg') . 
-3- [3- (S^;A^)\yT^^) rnt^;i/] tijvmi^^ ^ \^ - mmM (14 
5 6mg) iB^XJ^i^y^^JVT^^\fVi^> (19mg) ^iU^^ m^^MU 

^W-r^^M-fti^ ( 1 5 Img) §f#feo 
10 TLC:Rf 0.55 ( n-^^i^> : i^^3i5^;b= 1 : 1) ; 

NMR (300MHz, DMSO-dg) : 6 Vl.n (s, IH), 7.94-7.22 (m, 18H), 6.97-6.89 (m, 
3H), 6.46 (d, J = 15.6 Hz, IH), 5.10 (s, 2H), 4.26 (s, 2H)o 

mmm i o ( i ) --^^o i o (225) 

N-p?Sy;i/-3- (2- (2- (:h7^1/>-2--r;V) :^Y^l/) -4- 

20 (if-^^/— 1 — i';i/^5^;i^) :7x.r:;i/) 'Txi?-%>t^Y 
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T L C : R f 0.39 : mm=^^J\y= 1:1); 

NMR (300 MHz, CDCls) : 6 7.89-7.78 (m, 3H), 7.70 (s, IK), 7.55-7.35 (m, 5H), 
7.04 (d, J = 7.8 Hz, IH), 6.72 (m, 2H), 6.28 (t, J = 1.5 Hz, IH), 5.26 (s, 2H), 4.29 (t, J 
5 = 6.3 Hz, 2H), 3.26 (t, J = 6.3 Hz, 2H), 3.04 (s, 3H), 2.78 (t, J = 7.2 Hz, 2H), 2.10 (t, 
J = 7.2Hz,2H)o 

mmm 10(2) 

N-7:n^;i/:^;V5j^-;i/-3 - (2- (2- (i-y^u>-2-^;i) h 
10 -4- (tf^^/— 1— rn^^vr^ F 




T L C : R f 0.44 (^^Ify : mM^^J\^= 1:1); 
NMR (300 MHz, CDCI3) : 6 7.95-7.75 (m, 5H), 7.68 (s, IH), 7.64-7.35 (m, 8H), 
6.90 (d, J = 7.5 Hz, IH), 6.67 (s, IH), 6.62 (d, J = 7.5 Hz, IH), 6.28 (t, J = 2.1 Hz, 
15 IH), 5.24 (s, 2H), 4.25 (t, J = 6.3 Hz, 2H), 3.23 (t, J = 6.3 Hz, 2H), 2.69 (t, J = 7.5 Hz, 
2H), 2.05 (t, J = 7.5 Hz, 2H)o 
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10(3) 

- 4:-^ :iuJ^t/;^^)]/y 3:.-)]/) >^D/1>T^K 



5 T L C : R f 0.37 (^=3rit> : Wm=^'^)\y= 1:1) ; 

NMR (300 MHz, CDCI3) : 6 7.94-7.88 (m, 2H), 7.56 (m, IH), 7.48-7.40 (m, 3H), 
7.38-7.28 (m, 3H), 7.16 (d, J = 7.2 Hz, IH), 7.04-6.95 (m, 3H), 6.03 (m, IH), 5.03 (s, 
2H), 3.56-3.46 (m, 2H), 2.97 (t, J = 7.6 Hz, 2H), 2.66 (t, J = 7.6 Hz, 2H), 1.70 (m, 
IH), 1.58-1.49 (m, 2H), 0.98 (d, J = 6.6 Hz, 6H)o 

10 

mm\i 0 (4) 

N-:7^^;l/:?^;^7^^-;l/-3- (2- ( (3-p<^;i/-i- {A--7)V^u 





9 o p 



15 



T L C : R f 0.40 {^^^y : mm^^J\^= 1:1); 
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NMR (300 MHz, CDCI3) : 6 10.15 (s, IH), 7.91-7.88 (m, 2H), 7.59-7.53 (m, IH), 
7.47-7.30 (m, 8H), 7.15-6.95 (m, 6H), 6.27 (d, J = 8.1 Hz, IH), 5.25 (q, J = 8.1 Hz, 
IH), 5.02 (s, 2H), 2.95-2.78 (m, 2H), 2.57-2.51 (m, 2H), 1.86-1.52 (m, 3H), 1.02- 
0.99(m,6H)o 



mmm 10 (5) 

N-p?5^;i/-3- (2- ( (3-^^)]y- 1- (4 -:7;i/:tD7 j^r:;!/) 

o 



10 TLC : Rf 0.52 (^5'DD/}s;i/A : pt^S^y— ;V= 1 9 : 1) ; 

NMR (300 MHz, CDCI3) : 6 7.45-7.22 (m, 7H), 7.09-6.93 (m, 6H), 5.86 (m, IH), 
5.19 (m, IH), 5.02 (s, 2H), 3.05-2.85 (m, 2H), 2.68 (d, J = 4.5 Hz, 3H), 2.52 (t, J = 
7.5 Hz, 2H), 1.81 (m, IH), 1.73-1.53 (m, 2H), 0.98 (t, J = 6.6 Hz, 6H)o 

15 mmm i o ( 6 ) 

N- (\fVi>>-2--( -3- (2- ( (3-p<^;i/-i- (4-y;v 



5 




554 
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T L C : R f 0.40 i^^-^y : m^^9-;V= 1:1) ; 
NMR (300 MHz, CDCI3) : 6 8.28-8.25 (m, IH), 8.16-8.10 (m, 2H), 7.71-7.64 (m, 
IH), 7.45-7.27 (m, 7H), 7.04-6.94 (m, 6H), 6.87 (d, J = 8.1 Hz, IH), 5.24 (q, J = 8.1 
5 Hz, IH), 5.02 (s, 2H), 3.15-2.98 (m, 2H), 2.75 (t, J = 7.5 Hz, 2H), 1.88-1.78 (m, IH), 
1.74-1.57 (m, 2H), 1.00-0.97 (m, 6H)o 

^;Ml^J10 (7) 

N- (4- h U'7;i/:rn^^;i/:7 3ir:;i.;:^;V7j^-;i/) -3- (2- ( (3- 
10 (4 -7;i/:^n^3i^;v) y'^jv) tijw^^^j]/) -4-y:c 




TLC : Rf 0.60 (^'DD!j^;VA : >'—;!/= 1 0 : 1) o 



555 
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N- 2 -3- (2- ( (3-^5^;i/-l 




TL C : Rf 0.62 (^DD:^;1/A ; ^^y— ;v= 1 0 : 1) o 
10(9) 

N- (3--^titi-4-y<^)]/^ -3- (2- ( (3- 



cr 




TLC : Rf 0.62 (^Dn5}^;VA : p<i$^y~;v= 1 0 : 1) o 



556 
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mmm i o ( i o ) 

N- i4-J^^JVy:r^-ji:7.J]y'^—;]/) -3- (2- ( (3-;^5^;i/- 1 - 
5 ytt^-^>TK F 




TL C : Rf 0.64 (^DD4^;i/A : ;i/= 1 0 : 1) o 

mmm i o (id 

10 N-ti FD:3i^>>-3 - (2- ( (3-^^;t/-l- (4->';i/::^D7ai^;i/) 

o 




T L C : R f 0.60 o 
15 10 (12) 

557 
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N— f vrDif;i/x;i/5fc— ;i/-3- (2- ( (3 i - (4-7;i/ 




5 TLC : Rf 0.80 (^DD5i^;l/A : ^^y— ;v= 10: 1) o 
10 (13) 

N- (4-^5>;V7 3::— -3- (2- ( 

o 




TL C : Rf 0.61 (^7nD^;i/A : ^^y— ;i/= 10:1) 
^ife^Jl 0 ( 1 4) 

558 
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N- ( (1, V -\f:^:r.=.;\y-4-^;v) - 3- (2- ( (3 

(4-:7;i/:rD7^— ;v) :i;;w^'^-f -4-7 




5 TLC : Rf 0.80 (^^^:^^;^A : pi^S^y— ;i/= 1 0 : 1) o 



10 



MIO (15) 



N- ( (1, l'-bf7a:r:;i/-2--r;V) x;v^n;v) -3- (2- ( (3 




TLC : Rf 0.57 (^DD7}n;1/A : ^^y— ;i/= 10:1) 



559 
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mmm i o (i 6 ) 

N- (3, 4-S^7;i/:^D7 3^r:;i/;;^;i/7js-;i/) -3- (2- ( (3-^^ 



F 




TLC : Rf 0.57 (^D^5j^;l/A : jA^^—;]y= 1 0 : 1) o 
^^Jl 0 (1 7) 

N- (2, 6 -t^yjV:tuy a^=.;iXJ]yyi^=-Jly) -3- (2 - ( (3-^5^ 




560 
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TLC : Rf 0.55 (^Dn7i^;i/A : ;V= 1 0 : 1) o 

mmm i o (is) 

N- (2, 5-i^7;i/:^D7i.^;v;^;v>j^— - 3- (2- ( 
5 ;i/-l- (4 -:7;v:4-n7:n-;i/) y'^^;!/) >b;w?-=E-i';i/) -4-7^1^^^ 




TLC : Rf 0.59 (^nn7t^;i/A : ^^y— ;i/= 10: 1) o 
10 10 (19) 

N- (2, -3- (2- ( (3-p<^ 

;v-l- (4-:7;i/:^D>'airi;i/) :^3;W'?^-i';i/) -4-:7 3iy:3Ei 




561 
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TLC : Rf 0.52 (^^DD7Jn;1/A : ;V= 1 0 : 1) o 

^j^^JlO (2 0) 

N- ( (E) -2 -y'a^— -3- (2- ( (3-^ 




TLC : Ef 0.78 (^nn/i^;i/A : pi^S^y— ;i/= 1 0 : 1) o 

10 mmmio (2 i) 

N- (>'^>-2— r;!/^;!/?}^-;!/) - 3- (2- ( (3-^^;v- 1- (4 




562 
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TLC : Rf 0.61 (^Uti-^;]/A : :^^J—)V= 1 0 : 1) o 

mmmio (2 2) 

N- (5^:^7 3^>-2— r;v;^;^*:-;v) -3- (2- ( (3-^^J]/-l 




TLC : Rf 0.62 (iJ7 D D7J^;l/A : ^^7^— ;V= 1 0 : 1) o 

10 mm\ 10 (23) 

N- (7-^Dn'-^>y>'^if>-4 — r;vx;i/7i^-;i/) -3- (2- ( (3 




563 
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TL C : Rf 0,56 (^tiuyi^JVA : 1 0 : 1) o 

mmmio (24) 

N- (3, 4-S^t^nD73^— -3 - (2- ( {3-^^)]/ 




TL C : Rf 0.70 (^UU-^JVA : p<^$'y~;i/= 1 0 : 1) o 
10 10 (25) 

N- (4-^ h^t^y:^~jv:7.jv^^;v) -3- (2- ( (3-p<^;i/-i 




564 
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TLC : Rf 0.61 (^DD7^;i/A : ;<i$^y~;i/= 10: 1) o 

mmm i o (26) 

N- i3-^^JW3^—)V:^)V7iK-;]^) -3- (2- ( (3-^^)V- 1- 




TLC : Rf 0.65 (^7Dn5j^;i/A : J—)\y= 10: 1) o 

10 mmm i o (27) 

N- (2-:7;i/;tD7:n^;i/:^;i/5j^— -3- (2- ( (3-^5=-;i/-l 




565 
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TLC : Rf 0.62 (^nD5i^;i'A : ;i/= 10: 1) o 

mmmio (2 8) 

N- (4-5>':F^:7 3^n;i/;;^;V7jx-;i/) -3- (2- ( (3-^^)\y-l- 
:7 3^— ;v) y°u^'^>TK F 




TLC : Rf 0.59 (i^Dn4^;VA : p^^S^y— ;i/= 1 0 : 1) o 

10 ^»#iJ 10 (29) 

N- (3-i>Ty':7 3^n;v>^;i//}N^;i/) -3- (2- ( ( 3 -^5=-;!/- 1 - 




566 
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T L C : R f 0.59 (^Uti 4^;i/A : —JV= 1 0 : 1 ) o 

N- (2-^DD-4-e^7^y -3- (2- ( (3- 




TLC : Rf 0.61 (i^DD7i^;i/A : ;i/= 1 0 : 1) o 

10 10 (3 1) 

N- (3-;»< h^5^>'3in;i/:;^;i/5jx-;i/) -3- (2- ( (3-^^;i/-l 
- (4 -:7;i/;^-D jc-;i/) y^'g^;!/) :5!j;w-\'^-r;i/) -4 -:7 3:y:3piy^5^ 
;i/:7x.n;i/) rD^N°>T^ F 




567 
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TLC : Rf 0.58 (^Un^^Jl^A : p<i57y^;v= 1 0 : 1) o 

N- (4-yh^Z^y:^—J\yyi.;]/'!iK-;]y) -3- (2- ( (3-^5^;i/-l 
5 - (4-y)\/:tuy y^j]/) >?7;w\'^-f -4 -:7a^y ^s>^5=■ 




TLC : Rf 0.65 (^5^DD7}n;1/A : ;A^J^)V= 1 0 : 1) o 

10 mmm i o ( s a ) 

N- (4-yj\/:tuy 3^—jvy.;v:^-;v) -3- (2- ( l 




568 
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TL C : Rf 0.68 (^DD5^;i/A : 1 0 : 1) o 

mmmio (34) 

N- (2-iJ7nD- 6 -^^;^>'3^n;^::^;^7J^-;^) -3- (2- ( (3- 




TLC : Rf 0.67 (i7DD/J^;i/A : ;i/= 1 0 : 1) o 

10 10 (35) 

N- (2 - h U7;i/::^Dp<5=-;i/:7 3in;i/x;i/3ttn;i/) -3- (2- ( (3- 




569 
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TLC : Rf 0.62 (^nD7i%;i/A : ^^y— ;i/= 1 0 : 1) o 

mmm i o (36) 

N- (3- h >;7;i/:^D^g^;i/>'3i^;i/:;^;v:4^n;i/) -3- (2- ( (3- 



TLC : Rf 0.67 (^titi-^)\yA : J—)\/= 1 0 : 1) o 
10 mmWQi (3 7) 

N- (4-r7°Dtr;i/7 3^n;i/:;^;v4^::i;v) -3- (2- ( (3-^^;i/-l 
- (4-:7;v::*-n>'3ir:;v) pb;wt^-f;v) -4 -^^^y =^s^p^•5=■ 





570 
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TLC : Rf 0.71 (^'DDj^;1/A : pi^y— ;i/= l o : 1) o 

mmm i o (38) 

N- (4— Y vrptf;i/7rc-;i/x;v5^— -3- (2- ( (3-^^;!/ 




T L C : R f 0.69 (^^ D D7j^;i/A : pi y — ;i/= 1 0 : 1) o 

10 10 (39) 

N- (r^7i5'l/>-l — r;i/X;i/^ri;v) -3- (2- ( (3-p<^;i/-l 
- (4 -7;i/:^D:7ain;i') t'^;!/) :^;w^'^-r;^) -4 -:7 3:y:3E^$x;^5=■ 




571 
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TLC : Rf 0.76 (^DD*:;i/A : ^^y'— ;i/= 1 0 : 1) o 

mmmio (4 0) 

N- (4-:/5^;i/>':nn;vx;V7fc— -3- (2- ( (3-p<^;v-l- 




TLC : Rf 0.71 (^nD4^;i/A : 1 0 : 1) o 

10 mmm 10 (4 1) 

- (2- ( (3-^^;v-i- {4-y)v^xjiya^:^)]/) -y"^))/) *;w?^ 



572 
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TL C : Rf 0.58 (^OD7}x;i/A : ;i/= 1 0 : 1) o 

mmm i o (42) 

5 N-7a:r^;i/x;i/7i^^;i/-2- (2- ( (3 1 -7a^~;i/:7'g^;p) 




T L C : R f 0.65 : ^ ^ ^ — 5 : 1 ) o 

10 10 (43) 

N-:7rc-;i/X;i/4^— 2 - (2- ( ( 3 1 -:7 31 



573 
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T L C : R f 0.65 (WM^^^l^ : ^ ^ ^ — ;!/= 5 : 1 ) o 
^^Jl 0 (4 4) 

5 N-7j^^;vx;V7j^— ;i/-2- (2- ( ( 3 l ;i/:7"5^;i/) 




T L C : R f 0.60 : p< y 5 : 1 ) o 

10 

mmm i o (45) 

N- (5-;^5^;i/7^>-2--r;v:^;i/5i^— ;i/) - 3- (2- ( (3-p<5=- 



574 
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T L C : R f 0.80 UUTpiJVA : — ;i/= 1 0 : 1 ) o 

mmmio (4 6) 

5 N- (^:ty=^>-3 — r;!/:^;!/?}^— -3- (2- ( (3-p<g^;i/-i 




TL C : Rf 0.80 (^nn7js;i/A : ^^57^— ;i/= 1 0 : 1) o 

10 

mmm i o (47) 

N- (y^>-3-'i;VXJl^^:^;]y) - 3- (2- ( (3-^5^;P- 1- (4 



575 
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TLC : Rf 0.78 (^DD4^;i/A : J—)\y- 10: 1) o 

mmmio (4 8) 

N- ( i-^5=-;i/i^n— ;i/-2— r;i/x;v:?^— -3- (2- ( (3-^ 




TL C : Rf 0.60 (e^DDJj^;!/^ : ;i/= 10: Do 

mmmiQ (49) 

N- (3, 5 -$^;><5^;V'i' v:^=¥-y-\/— ;i'-4-'f - 3- (2 
- ( (3-^5^;i'-l- (4-7;v:^D7ain;i/) :i3;w^^-r;v) 



576 
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TLC : Rf 0.80 (^DD^;i'A : j^^^—J]/= 1 0 : 1) o 



mmmi o cs o) 

N-^>s^;i/x;i/4^:=^;i/-3 - (2- ( (3 i - (4-y;v:tti 




10 



TLC : Rf 0.81 (^dd;}x;1/A : :^^y—;i= 10:1) 



#|J 1 0 (51) 



N- {5-i^?^^j]/T^^:^y^u>- 1-^ )]y::^jV!i^—jv) -3- (2 



577 
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TLC : Rf 0.66 (^DD>^;VA : J—)\^= 1 0 : 1) o 

mmm\^ (52) 

N- (4-T-fe5^;vT^ y - 3- (2- ( (3-^5^ 




TLC : Rf 0.80 (^dd4^;1/A : ^^7— ;V= 10: 1) o 
10 (53) 

N- (4-^DD7ic-;i'X;i/7ixr::;i/) -3- (2- ( (3-pi9=-;i'- 1 - 



578 
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TL C : Rf 0.80 (^dd?Jn;1/A : pi^J/y— ;p= 1 0 : 1) o 

mmm i o (54) 

N- (2 -3- (2- ( (3- 




TLC : Rf 0.79 : p<^y— ;v= 1 0 : 1) o 

10 (55) 

N- (3- (3-p<5=-;i/-5-;t^Vtf^\/— l--r;i/) :7:r-;v^;i/ 
-3- (2- ( (3-p<5^;v-l- (4-:7;i/;tD7 3in;i/) :7'5^ 



579 
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TLC : Rf 0.79 (^dd4^;1/A : ;i/= 1 0 : 1) o 

10 (56) 

N- (t^ h^v"— 5 — r;^) -3- (2- ( (3-^5^;i/-i- (4- 
7;i/:rD7a:^;i/) :^7;wt^-r - 4-7aiy ^s^^5=•;^:7a^- 




TLC:Rf 0.65 (Wm^^^]y : ^ —J\y= 3 : 1) o 

mmm i o (57) 

(2E) -N-7 j^^;i'P^;i/7js-;i/-3 - (2- ( ( 3 -^5^;i/- 1 



580 
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TLC : Rf 0.57 (^DD5t%;i/A : p<^y— ;i/= 1 0 : 1) o 



mmm i o ( 5 s ) 

5 N- {UVP>-2 — f;i/) -3- (2- (4-p<5^;i/-2-7ai-;i/^> 




TLC : Rf 0.35 (^^V> :mm:r,^J\y=3 : 1) o 



10 mmm 10 (59) 

N- (T^h^y— ;i/-5 — r;!/) - 3- (2- (4-p<5^;i/-2-7^-;i/ 



581 
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T L C : R f 0.25 (S^^oi^;!/) o 

mmmio (6 o) 

5 N-7air:;i/:;^;i//}N-;i/-3 - (2- (2- (i-^ ^ ]y>- 2 -4 JV) 




T L C : R f 0.41 i^^V-y : i^^a^g^;i/= 2:1); 
NMR (300 MHz, CDCQ : d 1.95-1 HI (m, 5H), 7.70 (brs, IH), 7.63-7.40 (m, 7H), 
10 13?>-1.21 (m, 2H), 7.00-6.93 (m, 5H), 6.81 (m, IH), 4.99 (s, 2H), 4.34 (t, J = 6.3 Hz, 
2H), 3.27 (t, J = 6.3 Hz, 2H), 2.73 (m, 2H), 2.10 (m, 2H)o 

10 (61) 

(2E) -N- (5-:7'n^-2-^ b:^^y:7rn-;i/x;V7}^— -3 - (2 

582 



wo 03/016254 



PCT/JP02/08120 




T L C : R f 0.40 (^^V'> : mM:^^Jl^= 1 : 1 ) o 

mmm i o (62) 

5 (2E) -N-y :r.-jvx;vyis=.;v-3 - (2- L/>- 2 --r;i/p< 
5^;!/) -4- (tf^v'— ;v- 1 --f -2-rD^>T 




T L C : R f 0.75 „ 

10 

^ife#iJ 10 (63) 

(2E) -N- (5-:^n^-2-^ h^i^y :^:=.)v:^)\y^=.;]y) - 3- (2 
- (:^>'<5^i/>-2— r;v^^;i/) -4- i --r;i/p<5^;i/) 

;i/) - 2-:rn^>T5. F 



583 
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T L C : R f 0.60 o 

mmmio (6 4) 

N-:7 3^r:;vx;i/AiN— 3 - (2- ( (3 -y^^jv- 1-y 




TLC : Rf 0.57 (^Dn^;i/A : ;i/= 9 : 1) o 

^j^i^j 10 (65) 

N- (t^ h^^/— 5 --f ;v) - 3- (2- (2- (i-y^\yy-2 — r 

;i/) a:h:3p^) -4 - 1 _^;i,^5^;i/) :7 ^n;i/) rD/1> 



584 
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TLC : Rf 0.55 i^tiU:^;]/A : : Wm= 9 0:10:1) ; 

N M R (300 MHz, DMSO-d^) : 6 7.86-7.74 (m, 6H), 7.52-7.33 (m, 4H), 7.06 (d, 
J = 7.4 Hz, IH), 6.87 (s, IH), 6.65 (d, J = 7.4 Hz, IH), 6.23 (t, J = 2.0 Hz, IH), 5.24 
5 (s, 2H), 4.19 (t, J = 6.2 Hz, 2H), 3.18 (t, J = 6.2 Hz, 2H), 2.84-2.73 (m, 2H), 2.61- 
2.52 (m, 2H)o 

mi6.m 10 (66) 

N- (T^h^V^— ;V-5--r;V) -3- (2- (2- (±:7>$^\y>-2 — f 

10 ;i/) rch:3ps/) -4-7 ;i/) rn/i>T^ K 

O HN'N 




TLC : Rf 0.65 (^DD:t:;i/A : ^^y— ;i/=9 : 1) ; 
NMR (300 MHz, DMSO-dg) : 6 7.84-7.68 (m, 4H), 7.51-7.20 (m, 5H), 7.13-6.87 
(m, 6H), 5.01 (s, 2H), 4.98 (m, IH), 4.27 (t, J = 6.3 Hz, 2H), 3.20 (t, J = 6.3 Hz, 2H), 
15 2.85-3.18 (m, 2H), 2.61-2.55 (m, 2H)o 

10 (67) 



585 
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N->':n-;vx;i/7f;-;i/-3- (2- (2->^:n-;i/aih^$x) -4- (tf 




TLC : Rf 0.61 (^pn/f:;i/A : ;v= 9 : 1) ; 

5 N M R (300 MHz, CDCI3) : d 7.98 (d, J = 7.5 Hz, 2H), 7.73 (s, IH), 7.66-7.48 (m, 
4H), 7.37 (d, J = 1.5 Hz, IH), 7.34-7.20 (m, 4H), 6.89 (d, J = 7.2 Hz, IH), 6.66 (s, 
IH), 6.62 (d, J = 7.5 Hz, IH), 6.29 (t, J = 1.5 Hz, IH), 5.24 (s, 2H), 4.17 (t, J = 6.3 
Hz, 2H), 3.07 (t, J = 63 Hz, 2H), 2.71 (t, J = 7.5 Hz, 2H), 2.14 (t, J = 7.5 Hz, 2H)o 

10 mmmio (6 8) 

N- ;i/-5— r;V) -3- (2- i2-y 3^=-J\y:r:h^i^) - 

4- (if^^/— 1 --r;i/p<^;i/) 73^— ;v) itp/'ivt^ K 




T L C : R f 0.40 D D3fc;i/A : ^^y' — ;i/= 4:1) ; 
15 N M R (300 MHz, DMSO-d«) : 6 7.77 (d, J = 2.1 Hz, IH), 7.43 (d, J = 1.5 Hz, IH), 
7.34-7.23 (m, 5H), 7.18 (d, J = 6.3 Hz, IH), 7.07 (d, J = 7.8 Hz, IH), 6.85 (s, IH), 
6.65 (d, J = 7.8 Hz, IH), 6.23 (t, J = 1.8 Hz, IH), 5.24 (s, 2H), 4.09 (t, J = 6.3 Hz, 

586 
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2H), 3.00 (t, J = 6.3 Hz, 2H), 2.75 (t, J = 7.5 Hz, 2H), 2.51 (t, J = 7.5 Hz, 2H)o 

mmm i o (69) 

N- (5-:/n^-2-p< h^$^:7 3i— -3- (2- (2- 



TL C : Rf 0.60 (^nn^;VA : ;V= 9 : 1) ; 

N M R (300 MHz, CDCls) : 6 8.13 (d, J = 2.7 Hz, IH), 7.97 (s, IH), 7.62 (dd, J = 
8.7, 2.4 Hz, IH), 7.56 (d, J = 1.8 Hz, IH), 7.40 (d, J = 1.8 Hz, IH), 7.39-7.25 (m, 5H), 
6.95 (d, J = 8.4 Hz, IH), 6.78 (d, J = 9.0 Hz, IH), 6.66-6.62 (m, 2H), 6.30 (t, J = 2.1 
Hz, IH), 5.24 (s, 2H), 4.17 (t, J = 6.3 Hz, 2H), 3.75 (s, 3H), 3.08 (t, J = 6.3 Hz, 2H), 
2.73 (t, J = 7.5 Hz, 2H), 2.29 (t, J = 7.5 Hz, 2H)o 

mmm 10 (7 0) 

N- (3, 4--:^yj\^:^tiy a^—;v:^;]/-!i-^=.)]y) -3- (2- (2- (i-y 
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T L C : R f 0.80 D D -^^JIA \ J — ;i/= 1 0 : 1 ) o 
10 (7 1) 

N- ( 7-^Dn^>y':7^if >- 4 — r;^x;l/7j^n;l/) - 3- (2- (2 
- (:^7^57l/>-2--r;^) :i^h=3p5y) -4- (b'^ V— 1 --T 5^ 




T LC : Rf 0.56 {ifUUit^)VK : ;A^J—)V= 1 0 : 1) o 
^^JIO (72) 

N- (3, 4-S^^DD:7air:;i/::^;V7}N-;i/) -3- (2- (2- (:^r7^5^ 

ix>-2--f;i/) aih:3f.5^) -4- (if^v"— 1 --r;vp<5^;i/') 7^— 
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TLC : Rf 0.63 (^nP/}^;i/A : j^if J—)\/= 1 0 : 1) o 
^^110 (73) 

N- (s-s^T-y 7 -3 - (2- (2- (rJ-7^i/>- 




T L C : R f 0.55 n D3t^;i/A : ;^ ^ ^ — ;i/= 10: 1 ) o 

mmm i o (74) 

N- (3 -^Dn-4-p<5=-;i/:7air:;v;:^;V3j^i:: - 3- (2 - (2 - (:^ 

:7^i/>-2 -4- (If 1 :7 
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TLC : Rf 0.59 (^DD7j^;i/A : ;V= 1 0 : 1) o 

mmmi 0(75) 

5 N- (3--^Uti-4-y)\y:tuya^=-)]/7s;]/7t^^)V) -3 - (2- (2- 

(±:7i$7i/>-2 — f;i/) aih^s^) -4 - (tf^v*— 



TL C : Rf 0.58 i^uU-^)]/A : ^^y'— ;i/= 10: Do 

10 

^^^J 10 (76) 

N- (5-y^D^-2-^ ;v) -3- (2- (2- 

(:h:7^i/>- 2 --r;i/) - 4- (tr^^— 1 ^;^) 

7 3^— ;v) rn/^vT^ F 
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mmmio (77) 

5 N- (5->''n^-2-p< h^S/7 3in;v^;i/^-;i/) -3- (2- ( (3 




TLC : Rf 0.61 m D>^^;l/A : ;v= 1 0 : 1) o 

10 

mmmio (is) 

N-:7^::^;i/x;i/5t^-;i/- 3 - (2- ( 2 -:7ai-;i/ai h^^ps^) _4-:7i 



591 



wo 03/016254 



PCT/JP02/08120 




TLC : Rf 0.43 (^^V-> : f^mJ^5^;V=2 : 1) ; 
NMR (300 MHz, CDCI3) : 6 8.00-7.92 (m, 2H), 7.73 (brs, IH), 7.62 (m, IH), 
7.56-7.48 (m, 2H), 7.35-7.24 (m, 7H), 7.00-6.90 (m, 5H), 6.82 (d, J = 7.2 Hz, IH), 
4.99 (s, 2H), 4.26 (t, J = 6.3 Hz, 2H), 3.11 (t, J = 6.3 Hz, 2H), 2.77-2.72 (m, 2H), 
2.21-2.16 (m, 2H)o 



mmmio (79) 

(2E) -N- (5-::/D^-2-p< hdpi/y'3i-;i/:;^;i/7tt-;v) - 3- (2 




TLC : Rf 0.41 (i^nn^;i/A : p<i$7y_;^=9 : 1) ; 
NMR (300 MHz, CDCI3) : S 8.18 (d, J = 2.7 Hz, IH), 7.92 (d, J = 15.6 Hz, IH), 
15 7.65 (dd, J = 8.7, 2.7 Hz, IH), 7.55 (d, J = 1.2 Hz, IH), 7.45 (d, J = 8.7 Hz, IH), 7.40 
(d, J = 2.4 Hz, IH), 7.30-7.14 (m, 4H), 7.05-7.00 (m, 3H), 6.87 (d, J = 9.3 Hz, IH), 
6.39 (d, J = 15.6 Hz, IH), 6.29 (t, J = 2.4 Hz, IH), 5.30 (s, 2H), 4.02 (s, 2H), 3.86 (s, 
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3H)o 

^^JIQ (80) 

(2E) -N- i5-yu^-2-^ h^i/7air:;i/;^;i/4^::i;i/) - 3- (2 

5 -^>t^;\y-4-y :^J^->^^)\yy =^—)^) -2-rD^>T^K 




T L C : R f 0.43 : #^rc^;v= 1:3); 

N M R (300 MHz, CD3OD) : 6 8.04 (d, J = 2.4 Hz, IH), 7.88 (d, J = 15.6 Hz, IH), 
7.65-7.58 (m, 2H), 7.34-6.87 (m, 13H), 6.44 (d, J = 15.6 Hz, IH), 5.05 (s, 2H), 4.09 
10 (s, 2H), 3.81 (s, 3H)o 

mmm i o ( 8 i ) 

N- ( 5->^n^-2-^ h=^s>'>':n^;i/:^;i/4^— ;v) - 3- (2- (±y 

15 F 
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T L C : R f 0.60 : i^^a:.^;i/= 1:2) ; 

N M R (300 MHz, DMSO-d^) : 6 12.22 (s, IH), 7.86-7.73 (m, 5H), 7.52 (s, IH), 
7.49-7.41 (m, 2H), 7.28-7.06 (m, 7H), 6.96-6.89 (m, 3H), 5.00 (s, 2H), 4.10 (s, 2H), 
3.76 (s, 3H), 2.74 (t, J = 7.8 Hz, 2H), 2.45-2.43 (m, 2H) o 

^^#110 (8 2) 

N- (5-::/D^-2-p< h=^i^>'3i::^;i/X;i/:?}^— ;i/) -3- (2- i±y 

^i/>-2 --r;i/p<5=-;v) - 4- (t:^^/~;v- i--f;i/p<9^;i/) ;i/) 



10 




T L C : R f 0.30 : i^^J:^^;V= 1:2); 

N M R (300 MHz, DMSO-dfi) : 6 12.21 (br s, IH), 7.86-7.73 (m, 6H), 7.51-7.43 
(m, 4H), 7.22 (dd, J = 8.7, 1.8 Hz, IH), 7.10-7.00 (m, 3H), 6.91 (dd, 8.1, 1.8 Hz, IH), 
6.23 (t, J = 2.1 Hz, IH), 5.23 (s, 2H), 4.05 (s, 2H), 3.68 (s, 3H), 2.73-2.68 (m, 2H), 
15 2.41(t,J = 7.2Hz,2H)o 



^^IJIO (8 3) 

N- (3-^^DD-4->';i/::rn>'ain;i/x;i/5}^~;i/) -3- (2- (2- 
(i-y^]y>-2 — r;V) :r-h^i^) -4- ( 3 -^^Ty >' dpS^'^^;!') 
20 •7 3^—jV)y°U^^>T^\^ 
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TLC : Rf 0.65 (^DD5^^;l/A : ^^y— ;i/= 10:1) 



:#|J10 (8 4) 



N- :7a^-;vx;i/5jN:z;i/) -3- (2- (2- 

2 — r;!/) 3::h^ty) -4- ( 3 -S^'Ty 7 ai^ :3pi>'p<^;i/) 7ac— ;i/) 17° 



CN 




10 



TL C : Rf 0.63 (^nD:tc;i/A : ^^y— 10:1) 



10 (85) 

N- (3, 4 -^^nD7ai-;vx;i/3}^^;v) 
l/>-2--r;V) 3ih^Sy) -4- (3-:^y7 



3- (2- (2- (:^:7^ 
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TL C : Rf 0.62 (^UXiyisJlA : pi^y— ;i/= 1 0 : 1) o 

mmm i o (86) 

N- (3-^UU-4-^^;]y'7j:^—J]yX;]yyi^~;V) -3- (2- (2- (± 
Jl) -4- (3 -S^-T^ 7a^y^->^5=-;i') 7 

31 rD.'l>T^ F 




TL C : Rf 0.64 (^DD7}%;i/A : J 10: 1) o 
10 (87) 

N- (7-i?'Dn^>\/:7^if>-4 — r;i/X;i/5^n;i/) -3- (2- (2 
- (:^y^$'V>-2 — f;V) a^h:3piy) -4- ( 3 -S^T^ :7 :3p>>^ 5=- 
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mmmio (8 8) 

5 N- (3, 4 -^7;i/;tn>'3i-;v:p^;i/7j^-;i/) - 3- (2- (2- (i-y 




TL C : Rf 0.64 (^5^ D D5i%;i/A : p<^$'y~-;i/= 1 0 : 1) o 

10 

'mm 10 (89) 

N- {^-^Xi=^-2-:^V^%/y 3^—y\/y.)yit-~)V) -3- (2- (2- 
{±y :z.Y^%/) -4- ( 3 - 5^7^^ 7 ^i^p? ^;V) 
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TLC : Rf 0.65 (i^DD^;i/A : ^^y— ;V= 10: Do 
^^Jl 0 (9 0) 

5 N- (3, 4-Syyj\y7^]jy =!^~J]/XJ\y-!i^—J\y) - 3- (2- (2->':n- 

pop 




TL C : Rf 0.41 (^DD5}^;i/A : ^-i^y— ;V= 1 0 : 1) ; 
10 N M R (300 MHz, CDCI3) : 6 7.84 (m, IH), 7.83-7.73 (m, 2H), 7.55 (d, J = 1.8 Hz, 
IH), 7.40 (d, J = 2.7 Hz, IH), 7.37-7.23 (m, 6H), 6.89 (d, J = 7.5 Hz, IH), 6.67 (s, 
IH), 6.63 (d, J = 7.5 Hz, IH), 6.29 (m, IH), 5.25 (s, 2H), 4.20 (t, J = 6.3 Hz, 2H), 
3.08 (t, J = 6.3 Hz, 2H), 2.70 (t, J = 7.5 Hz, 2H), 2.14 (t, J = 7.5 Hz, 2H)o 

15 mmm i o ( 9 i) 

N- (3, 4-i^yj]/:ttiy -3- (2- (2- 

^^^^V— 1 f ;i/) a^h^s/) -4- (if^y— 1— f 
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pop 




TLC : Rf 0.38 (^nP4^;i/A : pi^^— ;i/= 10:1) ; 
NMR (300 MHz, CDCI3) : 6 8.06 (s, IH), 8.04-7.94 (m, 2H), 7.84 (m, IH), 7.52 
5 (d, J = 2.1 Hz, IH), 7.45-7.28 (m, 5H), 7.02 (d, J = 7.5 Hz, IH), 6.69 (d, J = 7.5 Hz, 
IH), 6.54 (s, IH), 6.26 (m, IH), 5.20 (s, 2H), 4.64 (t, J = 4.8 Hz, 2H), 4.15 (t, J = 4.8 
Hz, 2H), 2.71 (t, J = 8.1 Hz, 2H), 1.81 (t, J = 8.1 Hz, 2H)o 

mmm i o 02) 

10 N- (3, 4--::^7;i/:rD7^-;vx;^^^;i/) -3- (2 - (2- 
^/-f';i/T^y) j^h^s^) -4- (i^^v^— 1 — f;i/p<5^;i/) 7ai-;i/) 




o 



T L C : R f 0.50 (mM^^J^) ; 
15 NMR (300 MHz, CDCI3) : 6 7.85-7.80 (m, 4H), 7.56-7.39 (m, 5H), 6.99 (d, J = 
7.5 Hz, IH), 6.70-6.61 (m, 3H), 6.28 (t, J = 2.1 Hz, IH), 5.25 (s, 2H), 4.05-3.96 (m, 
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4H), 2.75-2.69 (m, 2H), 2.43-2.37 (m, 2H)o 



mmm i o (93) 

N- (3, 4-i^7;i/:^D>'3:— ;v) -3- (2 - (2- (2H 
5 -^>V' h U TV— 2 a:-h:3psy) -4- ( tf ^ V— 1 --f 




T L C : R f 0.60 (Wm^^^J^ : ^ ^ ^ — ;i/= 2 0 : 1 ) o 



10 mmm i o 04) 

N- (3, 4-S^7;i/:;rD7 3^r:;i/X;V4^^;i/) -3 - (2 - (2- (IH 

-^>Vh UT'V— 1— f;i/) jih:3ps/) -4- (i^^V— 1 --f 




15 T L C : R f 0.44 : — ;V= 2 0:1) 
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mm 10 (95) 



N- (3, 4-5^7;i/:^D7air:;i/X;i/7i^— -3 - (2 - (2 - (2- 

9 Q P 



TLC : Rf 0.50 (^Dn4^;i/A : ^iJ^y— ;i/=9 : 1) ; 
NMR (300 MHz, CD3OD) : 6 7.87-7.48 (m, 6H), 7.43-7.18 (m, 3H), 6.93 (d, J = 
7.2 Hz, IH), 6.70 (s, IH), 6.61 (d, J = 7.2 Hz, IH), 6.32 (t, J = 2.1 Hz, IH), 5.21 (s, 
10 2H), 4.69 (t, J = 4.8 Hz, 2H), 4.33 (t, J = 4.8 Hz, 2H), 2.77-2.54 (m, 5H), 2.34-2.13 
(m, 2H)o 

mmm i o (96) 



N- (3, 4-^7;i/::rD7 3iri;i/:;^;i/4Nn;i/) -3- (2 - (2 - (IH 

15 ->r>^v— — r;i/) ^^h^api/) -4- (if^\/— ;v- 1— f;i/^5^ 

;v) y'ti;^>-r^ K 





pop 
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TLC : Rf 0.63 (^DD5^:;i/A : ;V=9 : 1) ; 

N M R (300 MHz, CDCI3) :6 8.12 (s, IH), 7.97-7.83 (m, 2H), 7.79 (d, J = 7.8 Hz, 
IH), 7.55-7.41 (m, 3H), 7.37-7.18 (m, 3H), 6.95 (d, J = 7.8 Hz, IH), 6.66 (d, J = 7.2 
Hz, IH), 6.56 (s, IH), 6.26 (t, J = 2.1 Hz, IH), 5.20 (s, 2H), 4.86 (t, J = 4.5 Hz, 2H), 
5 4.32 (t, J = 4.5 Hz, 2H), 2.82-2.69 (m, 2H), 2.42-2.29 (m, 2H) o 

iyfe#!llO (9 7) 
(2E) -N- (3, 4 -i^y )V:^U'7 3^—)]y:^J]yyt^~J]y) - 3- (2- (2 
- (±y^]y>-2-^ JV) 3:.h^-» -4- (tf 1 — f 5^ 

10 ;i/) -2-rD^>T^F 



TLC : Rf 0.55 (^dd4^;VA : ;i/=9 : 1) ; 

N M R (300 MHz, DMSO-d«) : 6 12.46 (brs, IH), 8.07-7.95 (m, IH), 7.95-7.65 (m, 
8H), 7.55-7.35 (m, 5H), 6.98 (s, IH), 6.72 (d, J = 7.2 Hz, IH), 6.68 (d, J = 15.9 Hz, 
15 IH), 6.25 (t, J = 2.1 Hz, IH), 5.32 (s, 2H), 4.28 (t, J = 7.2 Hz, 2H), 3.28 (t, J = 7.2 Hz, 
2H)o 

mmm i o ( 9 s ) 

N- (3, 4-S^7;i/:tn:7 jin;i/:^;i/:^-;i/) - 3- (2- (2- (i-y 
20 ^\y>-2-^J\/) :r.h^-» -4- (4 -p<5^;i/tf^^^>'>- 1 — f;V^ 
5=-;p) :7 3i-;i/) r.nv''?>T^ 1* 
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TLC : Rf 0.47 (i^DD5}^;i/A : j^^y^—J]y=3 : 1) o 



10 (9 9) 



N- (3, 4-i^7;v;rD7 3i— -3 - (2- (2- (i-^ 
— r;v) ^i^h^s^) -4- (4-T-fe^;i/if^^s^>- i — 




10 



TLC : Rf 0.33 (^DD7fc;VA : p<^$^y~;V= 10:1) 



1 0 (10 0) 



N- (3, 4 -:J^:7;i/:rD7 3ir:;i/;:^;V7j^-;i/) - 3- (2- (2- (:^7 

^i/'>-2--r;i/) aih^^e^) -4- (^;p:t^>;>-4-'i';i/p<5=-;i/) 
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F 



F 



0 



TLC : Rf 0.57 : ;i/= 1 0 : 1) o 

mmm i o ( i o i ) 

N- (3, 4-5^:7;p;rn>'3i^;v:?^;v5}^^;i/) -3- (2- (2- 



T L C : R f 0.50 (mm^J^^Jl^) o 

mmm i o (102) 

N-7x.^;i/;^;i/:^n;v-2 - (2- (2- 2 — J^h 




F 



F 
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T L C : R f 0.50 : i^^a^5=-;V= 1 : 3 ) o 

mmm i o ( i o 3 ) 

5 N-:7 3ir:;v:^;i/7^:n;i/-4 - (2- (2- (i-y'^\y>-2 — f;!/) 3:^h 




TLC : Rf 0.49 (^nn3f:;VA : ;V=9 : 1) ; 

NMR (300 MHz, CDCI3) : 6 8.00 (d, J = 6.9 Hz, 2H), 7.86-7.76 (m, 3H), 7.70 (s, 
10 2H), 7.64-7.36 (m, 7H), 6.91 (d, J = 7.8 Hz, IH), 6.71-6.65 (m, 2H), 6.28 (dd, J = 1.8, 
1.8 Hz, IH), 5.25 (s, 2H), 4.23 (t, J = 6.6 Hz, 2H), 3.21 (t, J = 6.6 Hz, 2H), 2.42 (t, J 
= 7.2 Hz, 2H), 1.80 (t, J = 7.2 Hz, 2H), 1.59 (m, 2H)o 

mmmio (i 0 4) 

15 N- (3, 4-s^7;i/::^-n:7i^;vx;V5}^^;v) -4- (2- (2- (i-y 
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TLC : Rf 0.56 (^Dn5}^;i/A : ;V=9 : 1) ; 

NMR (300 MHz, DMSO-dg) :6 7.98-7.65 (m, 8H), 7.50-7.40 (m, 4H), 6.90 (d, 
5 J = 7.8 Hz, IH), 6.84 (s, IH), 6.63 (d, J = 7.8 Hz, IH), 6.23 (dd, J = 2.1, 2.1 Hz, IH), 
5.23 (s, 2H), 4.16 (t, J = 6.3 Hz, 2H), 3.15 (t, J = 6.3 Hz, 2H), 2.34 (t, J = 7.5 Hz, 2H), 
2.14 (t, J = 7.5 Hz, 2H), 1.55 (m, 2H)o 

mmm 10 (los) 

10 N- (tf us^>- 3 --f -3- (2- (2- 

2-^;i/) oih^sy) -4- (ti°^y— 1 --f 7a::— ;v) y° 




T L C : R f 0.49 (^^ p D4^;i/A : p< ^ ^ — ;V= 1 0 : 1 ) o 

15 

mmm 10 (i 0 6 ) 
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N- ( i-p<9=-;i/fn~;i/-2— -3- (2- (2- (± 




5 TLC : Rf 0.70 (^DD4^;i/A : pi^y— ;i/= 10: 1) o 

mmm i o ( i o 7 ) 

N- (4-p<^;b^TV— ;i/-2--f;i/X;V4^— - 3-(2-(2-(::^ 

y^]y>-2-^ jv) -4- (if^^/— ;v- 1 — T ;i/pi5=-;i/) y 

10 rp^'^^T^ 




TLC : Rf 0.52 (^DD5j^;i/A : t^^S^^— ;i/= 1 0 : 1) o 

mmm i o ( i o s ) 

15 N- (3, 5-s^p<^;w v;t=^r-y-y— ;v-4-'f - 3- (2 

- (2- (±y'$^V>-2-^J]y) or^h^S^) -4- l--r 
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TLC : Rf 0.71 i^ut2^^J]yJ^ : p<^y~;i/= 10:1) 



10 



i^J 1 0 (10 9) 



5 N- (tfUS^>-2-^;i/x;i/:^in;i/) -3- (2- (2- (i-y-^'uy- 
2-^)]/) o^h^^y) -4- (if^v^— 1 --r;i/^5=-;i/) y 




TLC : Rf 0.51 (^^UXii^)VK : pi^J^y— ;i/= 1 0 : 1) o 

mmm i o ( 1 1 o ) 

N- ( l-^5=-;w ;i/-2— r;v::^;i/3}x-;i/) -3- (2- (2- 

:7 3zn;i/) :rn7i>7'^ F 
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TLC : Rf 0.48 (^^□?i^;l/A : p<^y— ;i/= 1 0 : 1) o 

mmm i o ( 1 1 1) 

-4- (tf^^/— 1 ^yXTS. F 




TLC : Rf 0.66 (^^D3i^;l'A : ^^y— ;i/= 19:1) ; 
N M R (300 MHz, CDCI3) : 6 10.35 (bs, IH), 7.99 (d, J = 8.4 Hz, IH), 1.93-1 .IB 
10 (m, 6H), 7.61-7.28 (m, 8H), 6.84 (d, J = 8.1 Hz, IH), 6.78 (s, IH), 6.31 (t, J = 2.1 Hz, 
IH), 5.31 (s, 2H), 4.47 (t, J = 6.3 Hz, 2H), 3.42 (t, J = 6.3 Hz, 2H)o 

mmm i o (112) 

N- (5-p<^;i/:7^>-2 --f;i/:^;v7i^-;i/) -3- (2- (2- i-f-y 

15 ^^>-2--f;i/) J^h^S^) -4- (If^^/— — i)\y^^)\y) 
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T L C : R f 0.40 {^^-^^ : mm^^J\^= 1:1); 

N M R (300 MHz, CDCI3) : 6 7.88-7.77 (m, 4H), 7.68 (brs, IH), 734 (d, J = 1.5 
Hz, IH), 7.53-7.45 (m, 2H), 7.42-7.36 (m, 2H), 7.16 (d, J = 3.6 Hz, IH), 6.97 (d, J = 
5 8.1 Hz, IH), 6.67-6.65 (m, 2H), 6.27 (t, J = 2.1 Hz, IH), 6.11 (d, J = 3.3 Hz, IH), 
5.24 (s, 2H), 4.24 (t, J = 6.3 Hz, 2H), 3.23 (t, J = 6.3 Hz, 2H), 2.74 (t, J = 7.5 Hz, 2H), 
2.34 (s, 3H), 2.17 (t, J = 7.5 Hz, 2H)o 

mmmio (i 1 3) 

10 N- (•7^>-3-4J\yy^)V^^J]y) -3- (2- (2- (i-y^]y>- 2 

— f;i/) oih^^y) -4- (ti°^V— 1 — f;i/p<5^;i/) 7^^— ;i/) 




T L C : R f 0.30 i^^-^y : i^^^^;i/= 1:1); 
15 N M R (300 MHz, CDCI3) : ^ 8.01 (m, IH), 7.87-7.77 (m, 4H), 7.69 (brs, IH), 7.54 
(m, IH), 7.53-7.44 (m, 2H), 7.41-7.37 (m, 3H), 6.92 (d, J = 7.5 Hz, IH), 6.67 (d, J = 
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1.5 Hz, IH), 6.65-6.61 (m, 2H), 6.28 (t, J = 2.1 Hz, IH), 5.24 (s, 2H), 4.25 (t, J = 6.3 
Hz, 2H), 3.23 (t, J = 6.3 Hz, 2H), 2.73 (t, J = 7.5 Hz, 2H), 2.09 (t, J = 7.5 Hz, 2H)o 

mmmio (114) 

5 N- i^:^^ a^ly-S-^ )]/:^)\yit^=.)\y) -3- (2- (2- {±Z7^V> 

-2--Y;i/) o^h^Sx) -4- (t'^^/— 1 — f;i/p<5^;i/) ^^i— 




T L C : R f 0.35 (^:3pi^> : mm=^^)\y= 1:1); 
10 N M R (300 MHz, CDCI3) : 6 8.10 (dd, J = 3.0, 1.5 Hz, IH), l.B,l-l.ll (m, 4H), 
7.68 (brs, IH), 7.54 (m, IH), 7.52-7.45 (m, 2H), 7.41-7.30 (m, 4H), 6.89 (d, J = 7.8 
Hz, IH), 6.67 (brs, IH), 6.62 (d, J = 7.8 Hz, IH), 6.28 (t, J = 2.1 Hz, IH), 5.24 (s, 
2H), 4.24 (t, J = 6.3 Hz, 2H), 3.23 (t, J = 6.3 Hz, 2H), 2.71 (t, J = 7.5 Hz, 2H), 2.09 (t, 
J = 7.5 Hz, 2H)o 

15 

10 (115) 

N- (2, 5 b^$/7:c-;i/x;i/7j^ri;i/) -3- (2- (2- {i-y 
^U>-2--( Jl) 3:.h^-» -4- (If^^/— ;i/-l — fJ]y^^;\y) 7 
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T L C : R f 0.26 (-\^-y-> : I^^ai5=-;i/= 1:1); 
NMR (300 MHz, CDCI3) : d 8.16 (brs, IH), 7.86-7.76 (m, 3H), 7.67 (brs, IH), 
7.54-7.52 (m, 2H), 7.51-7.43 (m, 2H), 7.39-7.35 (m, 2H), 7.05 (dd, J = 9.3, 3.0 Hz, 
5 IH), 6.94 (d, J = 7.2 Hz, IH), 6.80 (d, J = 9.1 Hz, IH), 6.65-6.62 (m, 2H), 6.27 (t, J = 
2.1 Hz, IH), 5.23 (s, 2H), 4.18 (t, J = 6.6 Hz, 2H), 3.78 (s, 3H), 3.67 (s, 3H), 3.19 (t, 
J = 6.6 Hz, 2H), 2.74 (t, J = 7.5 Hz, 2H), 2.33 (t, J = 7.5 Hz, 2H)o 

mmm i o die) 

10 N- (4-^ h^S/7 3in;i/y^;i/:?is-;i/) -3- (2- (2- 

-2--f;i/) :nh:3fi.» -4- (If 1 --f 7 3^— ;v) 




T L C : R f 0.34 (^^^> : Wm^^J]y= 1:1); 
15 NMR (300 MHz, CDCI3) : d 7.87-7.76 (m, 6H), 7.67 (brs, IH), 7.53 (m, IH), 
7.52-7.45 (m, 2H), 7.40-7.37 (m, 2H), 6.95-6.88 (m, 3H), 6.66 (brs, IH), 6.62 (d, J = 
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7.2 Hz, IH), 6.28 (t, J = 2.1 Hz, IH), 5.24 (s, 2H), 4.23 (t, J = 6.3 Hz, 2H), 3.84 (s, 
3H), 3.21 (t, J = 6.3 Hz, 2H), 2.70 (t, J = 7.5 Hz, 2H), 2.07 (t, J = 7.5 Hz, 2H)o 

mmmio (i i 7) 

N- (3, 4-e^7;i/:tD>'3ir:;i/X;i/:^— - 3- (2 - 



pop 




TLC : Rf 0.63 (^nDPi^;i/A : pi^y— ;i/= 9 : 1) ; 
NMR (300 MHz, CDCI3) : d 7.64-7.56 (m, 2H), 7.54 (d, J = 1.2 Hz, IH), 7.40 (d, 
J = 1.8 Hz, 1H),7.20 (m, IH), 6.88 (d, J = 7.8 Hz, IH), 6.62 (d, J = 7.8 Hz, IH), 6.57 
(s, IH), 6.28 (dd, J = 1.8, 1.2 Hz, IH), 5.25 (s, 2H), 4.10 (m, 2H), 3.91 (m, 2H), 3.45 
(m, IH), 2.86 (t, J = 6.9 Hz, 2H), 2.71 (t, J = 6.9 Hz, 2H), 2.05 (m, 2H), 1.80 (m, 2H), 
1.42-1.15 (m, 6H)o 

^#IJ1 0 (118) 

N- (3, 4-i^y)]yy^uy a^:=.)]/7.)]y^-=^;V) -3- (2- (2- (t^^ 



613 



wo 03/016254 



PCT/JP02/08120 




F 



F 



TLC : Rf 0.38 (^Dn:jj^;i/A : ^^5^y— ;i/= 9 : 1) ; 

NMR (300 MHz, CDCI3) : 6 7.63-7.56 (m, 2H), 7.53 (d, J = 2.1 Hz, IH), 7.40 (d, 

J = 2.1 Hz, IH), 7.15 (m, IH), 7.10 (d, J = 7.8 Hz, IH), 6.80 (d, J = 7.8 Hz, IH), 6.62 

(s, IH), 6.28 (dd, J = 2.1, 2.1 Hz, IH), 5.27 (s, 2H), 4.18 (t, J = 5.1 Hz, 2H), 3.50 (t, J 

= 5.1 Hz, 2H), 3.24 (brs, 4H), 2.91 (m, 2H), 2.46 (m, 2H), 2.15-2.00 (m, 4H), 1.65 

(m,2H)o 

mmm i o (i i 9 ) 



N-7 3^n;i/:^;i'7j^r:;i/-3- (2- (2- (3 Jl^T^ 
y) 3ih:3p^) -4- (tr^^/— ;v- 1 — r;vp<g=-;i/) ^^acr:;!/) y'ti^-iy 



T L C : R f 0.50 (WM^^^Jl^) ; 

NMR (300 MHz, CDCI3) : <^ H.OO (s, IH), 8.01-7.98 (m, 2H), 7.61-7.32 (m, 8H), 
7.09-7.05 (m, IH), 6.97 (d, J = 7.5 Hz, IH), 6.76-6.59 (m, 3H), 6.28 (t, J = 2.1 Hz, 
IH), 5.24 (s, 2H), 4.03-4.00 (m, 2H), 3.95-3.90 (m, 2H), 3.87 (s, 3H), 2.75-2.70 (m. 




O 
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2H), 2.42-2.36 (m,2H)o 

mmmio (120) 

N- (3, 4-S^'7;i/:^D7:nr:;vx;i/4^r:;i/) - 3- (2- (2- (3- 

5 p< h^s/^>v*-r;vT5: y ) ^h:3e$/) -4- (t^^y^— — f;v^^ 




T L C : R f 0.50 ; 

NMR (300 MHz, CDCI3) : d 11.45 (s, IH), 7.86-7.81 (m, 2H), 7.55-7.22 (m, 6H), 
10 7.11-7.07 (m, IH), 6.99 (d, J = 7.5 Hz, IH), 6.70-6.58 (m, 3H), 6.28 (t, J = 2.1 Hz, 
IH), 5.25 (s, 2H), 4.06-3.94 (m, 4H), 3.88 (s, 3H), 2.74-2.69 (m, 2H), 2.42-2.36 (m, 
2H)o 



mmm i o ( i 2 p 

15 N- (3, 4-i^7;i/:^n7 3in;vx;i/3l^— - 3- (3- 
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TLC : Rf 0.50 (^DD5}^;VA : ;i/= 1 0 : 1) o 

^^^JIO (12 2) 

N- (3, 4 -i^yj]y:tuy a^=.)V:7.)]/-^=.;V) -3- (3- (3- (±-7 

5 ^v>-i--r;v) rD*°^$/) -4- (ti°^y-;v- i --r;v^5^;p) y 



TLC : Rf 0.53 (^Dn^^;!/^ : pi^y— ;i/= 1 0 : 1) o 

10 ^:&te#iJ 10 (12 3) 

N-:7 3i-;i/:;^;i'/iN^;V-3 - (2- ( V>- 1 --T 

;w^^^-r;i/) -4- (If ^V'— 1 --f;i/^5^;v) y°uj^>T 




F 



F 




15 TLC : Rf 0.51 (^DD4^;VA : p<^y— 1 0 : 1) o 



;ai^J 10 (12 4) 
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N- (3, 4-^y)]y:tuy -3 - (2- ( (i-y^\y 

7 3^— ;v) :7°Dyi>T^ F 



Pop 




5 TLC : Rf 0.51 (^DD4^;VA : 1 0 : 1) o 

mmm i o ( i 2 5 ) 

N-:7 3i^;vx;i/7j^— ;i/-3 - (2- ( C:^^'^ b>- 2 — r;i/;^g^;v) 
;wN'^-r;v) -4- (if^V— — r;i/p<5^;i') y^=.)\/) rn/i>T 
10 5. F 




TLC : Rf 0.30 (^DD7f;;VA : ;v= 10:1) ; 

N M R (300 MHz, DMSO-dg) : 6 8.96 (t, J = 5.7 Hz, IH), 7.94-7.41 (m, 14H), 7.21 
(s, IH), 7.11 (s, 2H), 6.29 (t, J = 1.8 Hz, IH), 5.32 (s, 2H), 4.57 (d, J = 5.7 Hz, 2H), 
15 2.81 (t, J = 7.4 Hz, 2H), 2.54 (t, J = 7.4 Hz, 2H)o 



617 



wo 03/016254 



PCT/JP02/08120 



mmm i o ( i 2 6 ) 

N- (3, 4 -i^7;i/;?rD7 3^— -3 - (2- ( H-y^u 



F 



5 




TLC : Rf 0.28 (^DD5}n;1/A : p<^7~;V= 10:1) ; 
NMR (300 MHz, DMSO-d,) : 6 8.98 (t, J = 5.7 Hz, IH), 8.00-7.64 (m, 8H), 
7.57-7.42 (m, 4H), 7.28 (s, IH), 7.20-7.10 (m, 2H), 6.28 (t, J = 2.1 Hz, IH), 5.33 (s, 
2H), 4.57 (d, J = 5.7 Hz, IH), 2.83 (t, J = 7.1 Hz, 2H), 2.57 (t, J = 7.1 Hz, 2H)o 

10 

^^JIO (12 7) 

N->'3i2^;i'X;V>J^ri;i/-3 - (2- (^>i?;i/:*;WN"^-Y;i/) - 4- (tf 




15 TLC : Rf 0.67 (^^nn73s;vA : p<^5'y— ;i/=9 : 1) ; 
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NMR (300 MHz, DMSO-dj) : 6 12.10 (brs, IH), 8.84 (t, J = 6.0 Hz, IH), 
7.90-7.88 (m, 2H), 7.81 (m, IH), 7.71 (m, IH), 7.63-7.57 (m, 2H), 7.45 (brs, IH), 
7.27-7.21 (m, 6H), 7.08 (brs, 2H), 6.27 (t, J = 2.1 Hz, IH), 5.29 (s, 2H), 4.37 (d, J = 
6.0 Hz, 2H), 2.77-2.72 (m, 2H), 2.50-2.45 (m, 2H)o 

mmm i o ( i 2 s ) 

N- (3, 4-i^-7JV:tny 3^~)\/X)]y^=.;\y) -3- (2- (^>Z^J]ytl 

;wt^-i';v) - 4- (if^V^— 1 --r;v^5^;i/) 7ai-;i/) -ru^-^yr 



F 



10 




TL C : Rf 0.64 (^DD:^;VA : ;i/= 9 : 1) ; 

NMR (300 MHz, DMSO-d«) : 6 12.30 (brs, IH), 8.86 (t, J = 6.3 Hz, IH), 7.93 (m, 
IH), 7.82-7.66 (m, 3H), 7.45 (brs, IH), 7.31-7.20 (m, 6H), 7.15-7.08 (m, 2H), 6.26 
(m, IH), 5.29 (s, 2H), 4.38 (d, J = 6.0 Hz, 2H), 2.79-2.74 (m, 2H), 2.54-2.49 (m, 2H) o 

15 

mmm i o (129) 

N- (3, 4-5^:7;i/:rD:7rc-;i/;:^;i/pJ^-;i/) - 3- (3- (3- (±7 
^i/>'-2--r;i/) -4- (tf^v^~;i/- 1 — f ;i/^5^;i/) :7 

31 -;i/) :7°D/i>T^ F 
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TLC : Rf 0.51 (^5'nn3i^;i/A : p^iJ^y— ;i,= 9 : 1) ; 
NMR (300 MHz, CDCI3) : 6 9.22 (brs, IH), 7.90-7.70 (m, 5H), 7.60 (s, IH), 7,51 
(d, J = 1.5 Hz, IH), 7.50-7.40 (m, 3H), 7.40-7.20 (m, 2H), 6.82 (d, J = 7.8 Hz, IH), 
5 6.48 (s, IH), 6.47 (d, J = 7.8 Hz, IH), 6.26 (t, J = 1.8 Hz, IH), 5.29 (s, 2H), 3.90 (t, J 
= 7.5 Hz, 2H), 2.91 (t, J = 7.5 Hz, 2H), 2.76 (t, J = 7.5 Hz, 2H), 2.37 (t, J = 7.5 Hz, 
2H), 2.30-2.10 (m,2H)o 

mmmio (i 3 o) 

10 N->'3^r:;i/;;^;i//3N-;v-3 - (2- ( (3-^^;i/-l- (3, 




TL C : Rf 0.65 (^57DD5tt;i/A : ;i/= 1 0 : 1) o 

15 
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10 (13 1) 

N- (3, 4 -i^7;i/;tD7 3irz;i/X;i/^-;i/) -3 - (2- ( (3-^5=- 

;i/-l- (3, 5-s^^^jvy:c-jv) :^;wN'^-r;v) -4 - i\f 



TLC : Rf 0.62 (^Dn4^;i/A : p<^y— ;i/= 1 0 : 1) o 
10 (13 2) 

N-:7^-;i/x;i/73^-;v- 3 - (2- ( (3-^^;v-l- (3, 
10 h:^^^^^^^^-;!/) ::/^;v) -4- 1 





TLC : Rf 0.64 (^Dn/f:;i/A : ^^y— ;i/= 10:1) 
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mmm i o (133) 

N- (3, 4-t>y)\y:tuy:n-jVXJVyi-^—;\/) -3- (2- ( (3-^9- 

(3, 5-i^p< h^^yy:^-)^) p!j;w^^^-r;i') - 4- (if 



5 




TLC : Rf 0.62 (^DD4^;VA : ;i/= 1 0 : 1) o 

^^Jl 0 (13 4) 
(2E) -N- (3, 4 -i^y )V:tvy :^-JVy.J]yyi-^=^;\y) - 3- (2 - (2 
10 - {±y^U>-2-4 J]/) oih^p^y) -4- (4_:p-fe5:-;^l::•✓^^;^;>_ 




TLC : Rf 0.58 (^UUTt^JlA : pi^S^y— ;i/= 1 0 : 1) o 



622 



wo 03/016254 



PCT/JP02/08120 



mmm i o ( 1 3 5 ) 

(2E) -i^-y :!^—j]/XJ]/:^—J]/-3- (2- (N -^>t>)VX)]/yi^—jv 
5 2 -:7°D^>r5. H 



TLC : Rf 0.45 (^D^7^^;VA : pi^S'y— ;i/= 1 0 : 1) o 

mmm i o ( 1 3 6 ) 

10 (2E) -N- (3, 4-^:7;V:^D7 j^— ;i/>^;i/7}tn;v) -3- (2- (N 



TLC : Rf 0.49 (^Dn7}^;i/A : ^^J^^'— ;V= 1 0 : 1) o 

15 

mmm i o (137) 

N- (3, 4-S^:7;i/:tn:7^n;i/:;^;i'/^:-;i/) - 3- (2- ( (2- 

y-$^v>-i — r;i/) r^y) -4- (tr^^— — r;v^ 

623 
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TLC : Rf 0.44 (^'nD5is;i/A : ^^y— ;p=9 : 1) ; 
N M R (300 MHz, DMSO-d^) : 6 12.3 (s, IH), 9.90 (s, IH), 8.12 (m, IH), 7.96- 
5 7.40 (m, IIH) 7.27 (s, IH), 7.06 (d, J = 8.1 Hz, IH), 6.87 (d, J = 8.1 Hz, IH), 6.22 
(dd, J = 2.1, 1.8 Hz, IH), 5.21 (s, 2H), 4.13 (s, 2H), 2.68 (m, 2H), 2.40 (m, 2H)o 

mmmio ( 1 3 8) 

N- (3, 4-5^7;i/;^-n7 3ir^;i/X;i/:^n;v) - 3- (2- (2- 

10 :7ai>-2--r;i/) 3ib:3ps>') -4- (tf^\^— — r;vp^5^;v) 



T L C : R f 0.27 (^:3p-y-> : mm^^J^= 1 : 1 ) o 

15 10 (13 9) 

N- (3, 4-S^7;v;^n:7rc-;vx;V5is-;i/) - 3- (2- (2- (5^;^ 
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9 o o 




T L C : R f 0.28 : Mj^5^;1/= 1 : 1 ) o 

5 ^^^!I10 (14 0) 

N- (t^ 5 --r;v) - 3- (2- ( (s-p?^;!/-!- (3, 
5-5^p<^;v7 3i:=i;i/) ±i)w^^4Ji^) -4- (2-^nn-5- 

O HN-^S 




10 TL C : Rf 0.33 (^Dn:^;VA : pi^S^y— ;i/= 1 0 : 1) ; 

NMR (300 MHz, CDCI3) : 6 7.62 (s, IH), 7.44 (m, IH), 7.34-7.22 (m, 2H), 6.98 
(s, 2H), 6.88 (s, IH), 6.79 (s, IH), 6.76 (d, J = 8.1 Hz, IH), 6.34 (d, J = 8.4 Hz, IH), 
5.24 (m, IH), 5.09 (s, 2H), 3.24-2.98 (m, 2H), 2.94-2.7 2 (m, 2H), 2.32 (s, 3H), 2.28 
(s, 6H), 1.90-1.50 (m, 3H), 1.06-0.97 (m, 6H)o 

15 

10 (14 1) 

625 



wo 03/016254 



PCT/JP02/08120 



N- (3, 4-Pyj]y:tXJy :j^—J]/::^JV^—J]/) - 3- (2- ( (3-^5=- 

(3, 5 y'^ji) :ij;wt^-Y;v) -4- (2 




5 TLC : Rf 0.57 (^nn5}^;i/A : ^^y— ;i/= 1 0 : 1) ; 

NMR (300 MHz, CDCI3) : 6 7.70-7.55 (m, 3H), 7.35 (d, J = 8.1 Hz, IH), 
7.31-7.24 (m, IH), 7.21-7.10 (m, 2H), 6.99 (s, 2H), 7.00-6.92 (m, IH), 6.82 (s, IH), 
6.77 (d, J = 8.1 Hz, IH), 6.28 (d, J = 8.4 Hz, IH), 5.21 (m, IH), 5.09 (s, 2H), 3.02- 
2.81 (m, 2H), 2.67-2.52 (m, 2H), 2.34 (s, 9H), 1.90-1.45 (m, 3H), 1.02 (d, J = 6.0 Hz, 
10 6H)o 

mmm i o (142) 

N- (3, 4 -i:^7;i/:rn7 3^— ;i/) - 2- (2- (2- (i-y 
^u>-2-^;]/) ^y^z^) -4- (if^^/— i-'f ;i/p<5^;i/) ^> 
15 T-fe hT^ F 
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F 




■F 




HN-S: 

■0^0° 




TLC : Rf 0.34 {^uti-^)]/A : ?^^J—)]y= 10:1) ; 
NMR (300 MHz, CDCI3) : 6 7.86-7.66 (m, 6H), 7.57 (d, J = 1.8 Hz, IH), 
7.49-7.38 (m, 4H), 7.30-7.13 (m, 2H), 6.82-6.75 (m, 2H), 6.30 (t, J = 2.1 Hz, IH), 
5 5.31 (s, 2H), 4.44 (s, 2H), 4.36 (t, J = 6.6 Hz, 2H), 3.85 (s, 2H), 3.27 (t, J = 6.6 Hz, 
2H)o 

mmm i o (143) 



N- (3, 4-i^7;i/:rD:7a^— - 3- (2- (2- (±7 



TL C : Rf 0.52 (^DD5j^;i/A : ;i/=9 : 1) ; 

NMR (300 MHz, DMSO-dg) : 6 8.31 (s, IH), 7.86-7.73 (m, 5H), 7.62 (m, IH), 
15 7.51-7.42 (m, 4H), 7.04 (d, J = 8.1 Hz, IH), 6.99 (brs, IH), 6.80 (d, J = 8.1 Hz, IH), 
4.22-4.18 (m, 2H), 3.97 (brs, 2H), 3.23-3.19 (m, 2H), 2.69-2.64 (m, 2H), 2.55 (s, 6H), 
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2.26-2.20 (m, 2H)o 

mmmio (i44) 

N- (3, 4-i^7;v:^D7ai— -3- (2- 



TLC : Rf 0.60 (^Dn7j^;VA : ;V=9 : 1) ; 

N M R (300 MHz, CDCI3) : 6 8.86 (br s, IH), 7.83-7.72 (m, 2H), 7.54 (d, J = 2.1 
Hz, IH), 7.42 (d, J = 2.1 Hz, IH), 7.32-7.23 (m, IH), 6.88 (d, J = 7.8 Hz, IH), 6.66 (s, 
IH), 6.61 (d, J = 7.8 Hz, IH), 6.30 (t, J = 2.1 Hz, IH), 5.27 (s, 2H), 3.88 (t, J = 6.6 
Hz, 2H), 2.82 (t, J = 7.2 Hz, 2H), 2.50 (t, J = 7.2 Hz, 2H), 1.78-1.69 (m, 7H), 1.30- 
1.19 (m, 6H), 0.94-0.84 (m, 2H)o 

■^mm 10 (14 5) 

N- (3, 4-i^7;i/:tn:7rcri;i/x;i/4^— -3 - (2 - (2-7x.y 
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JX'" 





TL C : Rf 0.60 (^7nn5}^;VA : ;i/= 9 : 1) ; 

N M R (300 MHz, CDd^) : 6 8.95 (br s, IH), 7.64-7.54 (m, 3H), 7.42 (d, J = 2.1 
Hz, IH), 7.36-7.30 (m, 2H), 7.24-7.15 (m, IH), 7.06-6.93 (m, 4H), 6.70-6.66 (m, 2H), 
5 6.29 (t, J = 2.1 Hz, IH), 5.28 (s, 2H), 4.38-4.35 (m, 2H), 4.30-4.28 (m, 2H), 2.84 (t, J 
= 7.2 Hz, 2H), 2.52 (t, J = 7.2 Hz, 2H)o 

mmmio (i4 6) 

N- (3, 4-S^>^;V:rD:7 3ir:;i/;^;V5jN-;i/) -3 - (2- (2- {-^^ 
10 ^U>-2 — f;V) oih^i^') -4- (3-yi^)V-2-:t^V^ ^V^JV 



T L C : R f 0.42 (^^itV : : p< y'— ;i/= 2 : 6 : 1) o 

15 mmmio a 47) 

N- (3, 4-5^:7;i/:;^-D:7ai— -3- (2- (2- (::^:7 
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o o o 

TL C : Rf 0.50 (iJ7nnjJ^;i/A : ;v= l 9 : 1) o 

5 mmmi o ( i 4 8) 

N- (3, 4-i^yjV:tuy -3- (2- (2- (i-y 




10 TLC : Rf 0.38 (t^DD7i^;l/A : p<^y— ;i/=9 : 1) o 
^#|J 10 (14 9) 

N- (3, 4-S^7;i/:4-D7 3:rz;vx;V>}tn;i/) -3- (2- (2- (3^:7 
15 F 
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mio (15 0) 



N- (3, 4-i>y)V:^uy :j^:=.J]y:7.J\/^:=.Jl) -3- (2- 




10 



T L C : R f 0.44 i^^-^y : f^^a:^;!/ : ^ y — ;!/= 2:6: 1) 



10 (15 1) 



N- (3, 4 -S^:7;i/:tD>'azn;vx;i/7}^-;v) -3- (2- (^>S^;i/:* 

;w^^^-r h=3rS/) -4- (t:^^/— i--f;i'p<5^;^) 7x.i::;p) 7° 
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T L C : R f 0.37 : mm^^?)y : :^S^^—J\y= 2 : 6 : 1 ) o 



1 0 (15 2) 



N- (3, 4 -Vyjly:tuy 3^::iJV:^JV7i^::^JV) - 3- (2- (2 - (3- 

7 7°D7^>T^ h" 




10 



T L C : R f 0.40 : : ^ ^ ^ — ;i/= 2:6:1) 



1 0 (15 3) 



N- (3, 4-t^-7JVittiy j^:=^J\yy^)V:^—Jl) -3 - (2- (2- (3- 

^nD^>^/-r;vT^y) 3ih:3ps/) - 4- (t^^y— ;v-i — r;vp<5^;i/) 
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CI 



T L C : R f 0.44 : WM^^^JV : ^ ^ y ~;i/= 2 : 6 : 1 ) o 

mmm i o (154) 

5 N- (3, 4-i>y;i:tuy 3^=i;v:^;v-!i^—;]y) -3- (2- (3-:7ai- 



mmm 10 ( 1 5 5 ) 

N- (3, 4-i^:7;i/;^D7 J^— -3- (2- (4-7air|: 




TLC : Rf 0.77 (^nD7j^;i/A : p<i$7y~;i/= 1 0 : 1) o 
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TLC : Rf 0.76 (^UU-^)VA : pi^J^y— ;v= 1 0 : 1) o 

mmm i o ( 1 5 6 ) 

(2E) -N- (3, 4-$;^::7;i/:^n:7^-;i.::^;i/s}s-;V) -3- (2- (2 
- i±y^U>-2-^ )\^) :x.\>:ir^) -4- (2 -:t^V}:^VV 1 




TLC : Rf 0.70 D n5jw;i/A : p<^5^^~;i/= 1 0 : 1) o 

N- (3, 4-S^7;i/:^n>'3^n;i/x;V7iN-;i/) -3 - (2- (2- (3- 

(if^u^^v- i--r;v) rchrjp^y) -4- (b°^v'-;i/- 1 - 
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T L C : R f 0.45 : i^^ai5^;i/= 1:1) ; 

NMR (300 MHz, CDCI3) : 6 7.74-7.68 (m, 2H), 7.55 (s, IH), 7.40 (d, J = 2.1 Hz, 
5 IH), 7.27-7.19 (m, 2H), 6.95-6.93 (m, 2H), 6.85 (s, IH), 6.77 (d, J = 7.5 Hz, IH), 
6.66-6.61 (m, 2H), 6.29 (t, J = 2.1 Hz, IH), 5.26 (s, 2H), 4.21 (t, J = 6.0 Hz, 2H), 
3.25-3.22 (m, 4H), 3.03 (t, J = 6.0 Hz, 2H), 2.66 (t, J = 7.5 Hz, 2H), 2.15 (t, J = 7.5 
Hz, 2H), 1.76-1.70 (m, 4H), 1.64-1.58 (m, 2H)o 

10 TLC : Rf 0.50 (n-^=3p-y-> ; i^^a^5^;i/= 1 : 2) o 

mmm i o (i 5 8 ) 

(2E) -N- (3, 4 -i;'7;V:tD7 3i-;i/;:^;i/;i^-;v) - 3- (2- (2 

15 -yu^-y-rx F 
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TLC : Rf 0.71 titiTi^jVA : ;V= 10: 1) o 

mmm i o (159) 

N- (3, 4-t?y)ly:tuy:^—)l'XJ]/7i^:^)ly) - 3- (2 - ( (3-^5^ 
5 ;i/-l- (3, 5 ;v) :^;w?^-r;i/) -4- 




T L C : R f 0.48 : p< ^ y --;i/= 1 0 : 1 ) o 

10 mmm i o ( i e o ) 

N- (3, 4 -$^7;V:4-D7zc-;i.x;i/4^— ;v) - 3- (2 - ( (3-^5^ 
(3, 5 -s^^g^;i/7rc-;i/) >!7;wt^>r;i/) -4- (3 
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T L C : R f 0.29 : mM=^'^)V= 1 : 1 ) o 



1 0 (16 1) 



N- (3, 4-i^:7;i/;^D>^3^— -2- (2- (3- (±y 

rntvi/) -4- (t°^v'— ;v-i — f;i/p<^;v) :7 3i 




O op 



T L C : R f 0.34 o 



10 H jfe^J 10 (16 2) 

(2E) -N- (3, 4-S^7;i/:^D7rc— - 3- (2- (2 

- (::^:7^57 lx>-2 — i )V) -4- (5=-;r73i>-3 — i 
;v) :7 3^— ;v) -2-:7°d^>t^ F 




15 T L C : R f 0.65 {^^^^^ : fm=c.9-J]y= 1 : 1) o 
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mmm i o ( 1 6 3 ) 

(2E) -N- (3, 4-i^7;i/:rD>':cri;i/x;i/7ttin;i/) -3- (2- (2 
5 D^>T^ K 




T L C : R f 0.64 {^^^^ : Wm.:^^)V= 1 : 1 ) o 

^^Jl 0 (16 4) 
10 (2E) -N- (3, 4-S^7;V:^D:7nl-;l/x;l/5^^n;I/) - 3- (2- (2 
- (:^:7 37l/>-2-^;l/) rnh^s/) -4- (N-^>y^;i/-N-^5^ 




HjfeM 10 (16 5) 
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N- (3, 4-i^>';v;rn:7 3^— - 3- (2- (2-731— 

;i'X.har<y) -4- ( 2 -i^ n n - 5 :3p$yp<5^;i/) 




5 TLC : Rf 0.74 (^^'i^> : @^^3i5=-;i/= 1 : 1 ) ; 

NMR (300 MHz, CDCI3) : 6 7.83-7.70 (m, 3H), 7.40-7.24 (m, 7H), 7.05 (s, IH), 
6.93 (d, J = 7.8 Hz, IH), 6.84-6.80 (m, 2H), 6.73 (d, J = 7.8 Hz, IH), 5.06 (s, 2H), 
4.31 (t, J = 6.3 Hz, 2H), 3.13 (t, J= 6.3 Hz, 2H), 2.76-2.71 (m, 2H), 2.31 (s, 3H), 
2.20-2.15 (m, 2H)o 

10 

10 (16 6) 

N- (3, 4-S^:7;i.::tD:7air:;i/X;V^^;i/) -2- (N'-p<^;V-N' 
- (2- (2- (:^7i5^1x>-2-^;i/) 3ih:3^iy) -4- (tf^v*~;i/- 



15 
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TLC : Rf 0.73 : ;i/= 10:1) ; 

NMR (300 MHz, CDCI3) : 6 7.94 (m, IH), 7.89-7.74 (m, 4H), 7.64 (s, IH), 7.54 
(d, J = 1.8 Hz, IH), 7.52-7.41 (m, 2H), 7.37 (d, J = 2.4 Hz, IH), 7.35-7.16 (m, 2H), 
6.93 (d, J = 1.3 Hz, IH), 6.81-6.71 (m, 2H), 6.27 (t, J = 1.8 Hz, IH), 5.23 (s, 2H), 
5 4.24 (t, J = 7.5 Hz, 2H), 3.47 (s, 2H), 3.18 (t, J = 7.5 Hz, 2H), 2.64 (s, 3H)o 

mmmio (lei) 

N- (3, 4-pyjV:tt2y :r.-j]yXJVyt^=.)]y) - 3- (2- (2- (±y 
^l/>-2--f;i/) :s^h^-» -4- (N' -7''fe^;i/-N' y 
10 p«^;v) :7 3in;i/) ^D71>7^^ I* 




TLC : Rf 0.46 (^DD3j^;i/A : ^^y— ;i/=9 : 1) ; 
NMR (300 MHz, CDCI3) : 6 7.88-7.69 (m, 6H), 7.51-7.38 (m, 3H), 7.26 (m, IH), 
6.96 (d, J = 7.5 Hz, 0.4H), 6.87 (d, J = 7.2 Hz, 0.6H), 6.70 (s, 0.6H), 6.60-6.56 (m, 
15 1.4H), 4.44 (s, 2H), 4.28 (t, J = 6.0 Hz, 0.8H), 4.20 (t, J = 6.3 Hz, 1.2H), 3.27 (t, J = 
6.0 Hz, 0.8H), 3.22 (t, J = 6.3 Hz, 1.2H), 2.88 (s, 1.2H), 2.87 (s, 1.8H), 2.75 (t, J = 
7.5 Hz, 2H), 2.25 (t, J = 7.5 Hz, 1.2H), 2.17-2.12 (m, 3.8H)o 

mmm i o ( i 6 8 ) 

20 N- (3, 4-S^7;i/::ro:7ai-;i/x;i/4^-;i/) - 3- (2- (2- {i-y 
^\y>-2--( Jly) -4- (N' -rn b:3ps^:;ij;i/:^-;p-N' 
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TLC : Rf 0.48 (^:^-^> : mm:^^Jl= 1:1) ; 

NMR (300 MHz, CDCI3) : ^ 7.86-7.68 (m, 6H), 7.53-7.41 (m, 3H), 7.25 (m, IH), 
6.90 (d, J = 7.2 Hz, IH), 6.77-6.63 (m, 2H), 4.39 (s, 2H), 4.34-4.30 (m, 2H), 4.18 (q, 
J = 7.2 Hz, 2H), 3.30-3.26 (m, 2H), 2.82 (brs, 3H), 2.73-2.68 (m, 2H), 2.11-2.07 (m, 
2H), 1.27 (t, J = 7.2Hz, 3H)o 

mmm i o ( i e 9 ^ 

N- (3, 4-i^yj\y:tuy:^-;i^x;]/:!iK-jv) - 3- (2 
3-7ic-;i/-2-7°n^ri;i/;^-dr5y) -4- (t^^^/— ;i/ 




TL C ; Rf 0.40 (^^V^^ : mm^^J]y= 1:1^ 0.5%!^^) ; 
NMR (300 MHz, CDCI3) : 6 9.01 (br, IH), 7.82-7.69 (m, 2H), 7.53 (d, J = 2.1 Hz, 
IH), 7.42-7.17 (m, 7H), 6.92 (d, J = 7.5 Hz, IH), 6.73-6.62 (m, 3H), 6.34 (dt, J = 

641 



- ( (2E) - 



wo 03/016254 



PCT/JP02/08120 



15.9, 5.7 Hz, IH), 6.27 (t, J = 2.1 Hz, IH), 5.28 (s, 2H), 4.63 (dd, J = 5.7, 1.2 Hz, 
2H), 2.86 (t, J = 7.5 Hz, 2H), 2.51 (t, J = 7.5 Hz, 2H)o 

10 (17 0) 

5 N- (3, 4-i^7;i/:4-n7ji— - 3- (2 - (2 - (N'- 
p«^;i/-N' -:7 3^r::;i/T5.y) 3^h=3p$/) -4- (t:•^^/— — fj],^ 




TLC : Rf 0.33 (^^i^y : i^^a:5^;i/= 1:1s 0.5%!^^) ; 
10 N M R (300 MHz, CDCI3) : 6 7.81-7.70 (m, 2H), 7.53 (d, J = 2.1 Hz, IH), 7.39 (d, 
J = 2.1 Hz, IH), 7.31-7.20 (m, 3H), 6.89 (d, J = 7.5 Hz, IH), 6.80-6.70 (m, 3H), 
6.68-6.60 (m, 2H), 6.29 (t, J = 2.1 Hz, IH), 5.24 (s, 2H), 4.10 (t, J = 5.4 Hz, 2H), 
3.75 (t, J = 5.4 Hz, 2H), 2.98 (s, 3H), 2.72 (t, J = 7.5 Hz, 2H), 2.30 (t, J = 7.5 Hz, 2H)o 

15 mmm i o ( i 7 i ) 

(2E) -N- (3, 4-i^7;V:rn7 3^— ;i/X;i/:tc::i;i/) -3- (2- (3 
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TLC : Rf 0.33 : mm^^J\^= 1 : 1> 0.5%mm) ; 

NMR (300MHz,CDa3) <5 10.6 (br, IH), 8.01-7.89 (m, 2H), 7.73 (d, J = 15.6 
Hz, IH), 7.58 (d, J = 2.1 Hz, IH), 7.55 (d, J = 2.1 Hz, IH), 7.37-7.25 (m, 3H), 7.23- 
7.13 (m, 3H), 7.10-7.00 (m, 2H), 6.71 (m, IH), 6.36 (t, J = 2.1 Hz, IH), 5.69 (d, J = 
15.6 Hz, IH), 5.34 (s, 2H), 2.65-2.55 (m, 4H), 1.76 (m, 2H)o 

mmm i o (172) 

N- (3, 4-i:^y;v:tuy :e.-)Vx;\^-^—;\,) - 3- (2- (2-7^^^: 
;]y3^h^ty) -4- (3 -s^^y :7 3iy:3ps>.^^;i,) y^^-j],) yu^^yr 




T L C : R f 0.52 (^dp-y-y : mm^^J]y= 1:1); 
NMR (300 MHz, CDCI3) : <S 7.83-7.76 (m, 2H), 7.41-7.25 (m, 8H), 7.20-7.18 (m, 
2H), 6.97 (d, J = 7.5 Hz, IH), 6.89 (brs, IH), 6.82 (d, J = 7.5 Hz, IH), 5.01 (s, 2H), 
4.28 (t, J = 6.3 Hz, 2H), 3.13 (t, J = 6.3 Hz, 2H), 2.76 (t, J = 7.5 Hz, 2H), 2.20 (t, J = 
7.5 Hz, 2H)o 

643 
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mmm i o (173) 

N-^>i^;i/-N-t. FD:3pi/-3- (2- (2- ii-y^]yy-2-4JV) 



TLC : Rf 0.45 (^DD7t^;UA : ^^y— ;i/=9 : 1) ; 
NMR (300 MHz, CDCQ : 6 7.80-7.65 (m, 4H), 7.55 (s, IH), 7.50-7.20 (m, 8H), 
7.08 (d, J = 7.5 Hz, IH), 6.91 (m, IH), 6.71 (d, J = 6.6 Hz, IH), 6.66 (s, IH), 6.27 
10 (dd, J = 2.1, 2.1 Hz, IH), 5.25 (s, 2H), 4.14 (m, 4H), 3.17 (m, 2H), 2.93 (s, 2H), 239 
(m, 2H)o 

mmm i o ( i 7 4 ) 

N- (3, 4-S^7;i/:^D:7 3i-;i/:;^;i/7js-;i/) - 3- (2- (2- (:^y 

15 ^\yy-2--{ )v) -4 - (^^-TV^— ;i/-2 --f;vT^yp<5^;i/) 
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TLC : Rf 0.50 : f^^a^5=-;i/= 1 : 2. 0.5%S^^) ; 

NMR (300 MHz, CDCI3) : 6 7.89-7.65 (m, 6H), 7.53-7.46 (m, 2H), 7.40 (dd, J = 
8.4, 1.5 Hz, IH), 7.28-7.18 (m, IH), 7.11 (d, J = 3.6 Hz, IH), 6.91 (d, J = 7.5 Hz, IH), 
6.86 (bs, IH), 6.76 (d, J = 7.5 Hz, IH), 6.50 (d, J = 3.6 Hz, IH), 4.41 (s, 2H), 4.31 (t, 
J = 6.6 Hz, 2H), 3.25 (t, J = 6.6 Hz, 2H), 2.70 (t, J = 7.2 Hz, 2H), 2.08 (t, J = 7.2 Hz, 
2H)o 

mmm i o (175) 

N- (3, 4-S^:7;l/::^D:7 3lrz;l/:;^;^:i^^-;l/) - 3- (2- (2- i±y 

9 otP 




TLC : Rf 0.75 (^^V> : mm^^J]y= 1 : 1) o 

mmm i o ai 6) 

N- (3, 4-i^y;i^:;tu-7 3^-;]/::^j]/n^-j\,) -3- (2- (2- (^y 
^\y>-2 — f;]y) -4- (tfUi?>-2 — f ^ j^— 



645 



wo 03/016254 



PCT/JP02/08120 



9 o p 




T L C : R f 0.50 : WM=^^J^= 1 : 1 ) o 

5 mmm i o (177) 

N- (3, 4-$^7;i':^n>'3^— -5- (2- (2- i±y 
^v>-2--r;v) a:hapsy) -4- (if^^/— — r;vp5 5^;v) 




10 Lyv—m 

TLC : Rf 0.50 (^nD5j^;VA : 7(^5'y~;v=9 : 1) ; 
NMR (300 MHz, CDCI3) : 6 1.90-1.1 A (m, 3H), 7.72-7.63 (m, 3H), 7.58-7.38 (m, 
6H), 6.95 (d, J = 7.8 Hz, IH), 6.72-6.66 (m, 2H), 6.28 (dd, J = 2.1, 1.8 Hz, IH), 5.29 
(s, 2H), 4.25 (t, J = 6.6 Hz, 2H), 3.22 (t, J = 6.6 Hz, 2H), 2.40 (t, J = 7.2 Hz, 2H), 
15 1.63 (t, J = 7.2 Hz, 2H), 1.35-1.18 (m, 4H) o 

TLC : Rf 0.64 (^Dn7}N;i/A : 10: 1) o 
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mmm i o (its) 

(2E) -N- (3, 4-i:^7;^;rD:7 3l^;^x;^5}^-;l/) - 3- (2- (if 
1 -3- (2- ii-:7^]y>-2--( jiy) 
5 i^) ^:ty:^>-4-^jv) -2-y°u^>T^ \^ 




1-7 v-m 

T L C : R f 0.52 (^ D n ^;i/A : p< ^ ^ — ;i/= 10:1) ; 
NMR (300 MHz, DMSO-d«) : 6 8.01 (m, IH), 7.95-7.65 (m, 7H), 7.54-7.37 (m, 
10 6H), 6.62 (d, J = 15.6 Hz, IH), 6.16 (t, J = 2.1 Hz, IH), 5.23 (s, 2H), 4.22 (t, J = 6.6 

Hz, 2H), 3.28 (t, J = 6.6 Hz, 2H)o 

TLC : Rf 0.57 (^DD7j^;i/A : pi^y— ;i/= l o : 1) o 

15 mmm i o (179) 

(2E) -N- (3, 4-:^7;i/;^D7 3ir:;i/X;i/4^n;i/) -3 - (4- (tf 

;i/-l — f;i/^f^;i/) -3- (2- (:^>'^ i/>- 2 --r;!/) n^h^^ 

S^) ^^7 3:>-2--r;V) -2-7°D^>T5. K 
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TLC : Rf 0.52 (^DD5}t;i/A : ^^y— ;i/= 10:1) ; 
N MR (300 MHz, CDCI3) : 6 7.94-7.66 (m, 7H), 7.54-7.23 (m, 5H), 7.11 (m, IH), 
7.05 (s, IH), 6.17 (t, J = 2.1 Hz, IH), 5.86 (d, J = 15.3 Hz, IH), 4.96 (s, 2H), 4.16 (t, 
J = 6.6 Hz, 2H), 3.18 (t, J = 6.6 Hz, 2H)o 

10 (18 0) 

N- (3, 4-^7;^::rD:7a::n;^:^;l/7J^-;^) -3 - (2 - (2 - (4- 

7 1 -'f;V) a^h:3p^) - 4- (t^^v-_;v_ 1 



9 Q .0 



10 




T L C : R f 0.58 imW.:^^J\y : — ;i/= 5 : 1 ) o 

TLC : Rf 0.40 (^DD5j^;i/A : ;i/= 1 0 : 1) o 

15 

mmm i o ( i 8 i ) 

N- (3, 4-t^yjV:tU'7 :x:.—JV::^)V^:=.)\y) -3- (2- (2- (4- 
:73.r:;v-l, 2, 3, 6 -7^ t h*nt^ U 1 --l';i/) ^ b^S^) 
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T L C : R f 0.66 : ^ ^ y — ;i/= 5 : 1 ) o 

5 TLC : Rf 0.37 (^^D3l^;^A : jA^y—jV= 10: Do 

mmmio (is 2) 

N- (3, 4 -S^7;^;rD7:n-;^'X;l'7J^-;l/) -3- (2- (2- (4- 
:7 3in;i/t:°^US^>- 1 — r;v) :^h^^) -4- (tf^V^— — r;i/ 
10 j^^jv) ya^n)]/) -ru^^yT^ F 




T L C : R f 0.67 (WM^^JV : p< ^ y — ;i/= 5 : 1 ) o 
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mmm i o (i s 3 ) 




TL C : Rf 0.70 (^nD:^;i/A : ;i/= 10:1) ; 

NMR (300 MHz, CDCI3) : 6 7.96-7.80 (m, 2H), 7.42-7.14 (m, lOH), 7.03 (d, J = 
7.2 Hz, IH), 6.94-6.85 (m, 2H), 5.01 (s, 2H), 4.23 (t, J = 6.5 Hz, 2H), 3.10 (t, J = 6.5 
Hz, 2H), 2.55 (t, J = 7.0 Hz, 2H), 1.97 (t, J = 7.0 Hz, 2H), 1.80-1.64 (m, 2H)o 

10 (18 4) 

N- (3, 4—yy;V:tU-7:r,-;v:7.)]y^-)l,) -4- (2- (2- (i-^ 
^]y>-2-4J]y) ^h^i^) -4- ( 3 ->>Ty 7 5=-;!/) 7a. 
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[:7 »;-#:] 

TLC : Rf 0.84 (^^nD3tN;i/A : ^^y— ;v= 1 0 : 1) ; 
NMR (300 MHz, CDCI3) : 6 7.92-7.70 (m, 4H), 7.55-7.14 (m, lOH), 7.01 (d, J = 
5 7.5 Hz, IH), 6.94-6.84 (m, 2H), 5.00 (s, 2H), 4.31 (t, J = 6.3 Hz, 2H), 3.26 (t, J = 6.3 
Hz, 2H), 2.49 (t, J = 7.2 Hz, 2H), 1.81 (t, J = 7.2 Hz, 2H), 1.74-1.50 (m, 2H)o 

TLC : Rf 0.74 (^uUTi^JlyA : ;i/= 10:1) ; 

NMR (300 MHz, DMSO-dfi) :6 7.90-7.78 (m, 5H), 7.68 (m, IH), 7.62-7.30 (m, 
10 8H), 7.05 (s, IH), 7.02 (d, J = 7.5 Hz, IH), 6.91 (d, J = 7.5 Hz, IH), 5.09 (s, 2H), 
4.25 (m, 2H), 3.20 (m, 2H), 2.40 (m, 2H), 2.02 (m, 2H), 1.59 (m, 2H) o 

^^11 10 (18 5) 

N- (3, 4-s^y;]/:tuy - 3- (2- 
15 ;i/^>5^;V;^drS^) -4- (H^^/— 1 --r;i^^^;i/) yn 
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TLC : Rf 0.63 (^nn:t:;i/A : ^^y— ;v= 10: 1) o 
10 (18 6) 

N- (3, 4 -s^7;i/:rn:7az-;vx;V5}^— ;v) -3- (2- 
;i/^^->;i/;r^sx) -4- (tf^v^— 1 --r;i/p<5=-;v) 7"d 




TLC : Rf 0.61 (^UU^^JVA : ;^^y—J]y= 10: Do 
^jffi^Jl 0 (18 7) 

N- (3, 4-i^y)]yytuy :i:.nj]/:^jV7iK-)v) - 3- (2- (2- (i-y 
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TLC : Rf 0.52 (^nn7is;VA : :^^y—)V= 10: 1) o 

mmm i o ( 1 8 s ) 

5 N- (3, 4-^y;\^:tuy 3^—:fv::^;vviK-)v) -2- (2- (2- (i-y 
^v>-2 — r;!/) cch:as^s>') -4- (if^^/— — r;v^^;i/) 7^ 



[7U-f*] 

10 TL C : Rf 0.40 (^7DD4^;i/A : ;i/= 1 9 : 1) ; 

NMR (300 MHz, CDCI3) : 6 7.93-7.71 (m, 6H), 7.57-7.36 (m, 5H), 7.25 (m, IH), 
6.89-6.74 (m, 3H), 6.29 (t, J = 2.3 Hz, IH), 5.24 (s, 2H), 4.46 (s, 2H), 4.35 (t, J = 7.2 
Hz, 2H), 3.35 (t, J = 7.2 Hz, 2H)o 

15 T L C : R f 0.45 D D7i^;VA : ^ 3? ^ —)V= 1 0 : 1 ) o 
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10 (18 9) 

N- (3, 4-i^yjV:tuy a^=.j]yXJ\y!ir^^j]y) -3 - (2- (2- (tf^ 
y^;i/-l--r;i/) :^h^-» -4- (if^y— i 



T L C : Rf 0.40 (:^DD7jN;VA : ;i/= 9 : 1) ; 

NMR (300 MHz, CDCI3) : 6 7.90-7.80 (m, 2H), 7.56 (d, J = 2.1 Hz, IH), 7.53 (d, 
J = 2.1 Hz, IH), 7.48 (d, J = 2.1 Hz, IH), 7.38 (d, J = 2.1 Hz, IH), 7.33-7.24 (m, IH), 
6.99 (d, J = 7.5 Hz, IH), 6.69 (d, J = 7.5 Hz, IH), 6.56 (s, IH), 6.35 (t, J = 2.1 Hz, 
10 IH), 6.27 (t, J = 2.1 Hz, IH), 5.24 (s, 2H), 4.59 (t, J = 4.2 Hz, 2H), 4.23 (t, J = 4.2 Hz, 
2H), 2.83-2.77 (m, 2H), 2.43-2.38 (m, 2H)o 

mmm i o (i 9 o ) 

N- (3, 4 -i^:7;i/::^-D7aiin;i/x;i/4^r:^;i/) -3- (2- (2- (2- 

15 p<5^;w i—r;!/) ^h=^$^) -4- (tf^^/— i — 



5 
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TLC : Rf 0.30 (^DD5^;i/A : ;i/=4 : 1) ; 

NMR (300 MHz, CDCI3) : 6 7.97-7.84 (m, 2H), 7.53 (d, J = 2.1 Hz, IH), 7.38 (d, 
J = 2.1 Hz, IH), 7.28-7.19 (m, IH), 7.06-6.97 (m, 3H), 6.73 (d, J = 7.8 Hz, IH), 6.58 
(s, IH), 6.28 (t, J = 2.1 Hz, IH), 5.23 (s, 2H), 4.32 (t, J = 5.1 Hz, 2H), 4.14 (t, J = 5.1 
5 Hz, 2H), 2.64 (t, J = 8.4 Hz, 2H), 2.52 (s, 3H), 1.86 (t, J = 8.4 Hz, 2H)o 

mmm i o ( 1 9 p 

N- (3, 4 -^^7;i/;rn:7 3::-;i/x;i/7}N-;i/) - 2- (2- (2- (i-y 
10 ^/-r;i/T^y) F 



T L C : R f 0.30 (^UU-^i^JlA : ^d^y -~J]/= 4:1) ; 
NMR (300 MHz, DMSO-dg) : 6 8.38-8.35 (m, IH), 7.92-7.71 (m, 8H), 1.52-1 A3 
(m, 5H), 7.05 (s, IH), 6.74 (d, J = 8.1 Hz, IH), 6.26 (t, J = 2.1 Hz, IH), 5.33 (s, 2H), 
15 4.37 (t, J = 6.6 Hz, 2H), 3.76 (d, J = 4.5 Hz, 2H), 3.33-3.29 (m, 2H)o 

mmm i o (i 9 2 ) 



N- (3, A-Vy)\^:tuy:r.-)\/7.)]^-;is-)],) -3- (2- (2- (N- 

20 5^;i/) 7:ii^;i/) 7°D7^>T5: F 
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pop 




TLC : Rf 0.32 (^Dn:tj;i/A : ;i/= 19:1) ; 

NMR (300 MHz, CDCI3) : S 7.82-7.70 (m, 2H), 7.54 (d, J = 1.8 Hz, IH), 7.38 (d, 
J = 2.1 Hz, IH), 7.32-7.20 (m, 3H), 6.92 (d, J = 7.5 Hz, IH), 6.78-6.63 (m, 5H), 6.28 
5 (dd, J = 2.1, 1.8 Hz, IH), 5.24 (s, 2HX 4.10 (t, J = 5.7 Hz, 2H), 3.71 (t, J = 5.7 Hz, 
2H), 3.42 (q, J = 6.9 Hz, 2H), 2.77 (t, J = 7.5 Hz, 2H), 2.35 (t, J = 7.5 Hz, 2H), 1.16 (t, 
J = 6.9 Hz, 3H)o 



mmm i o (193) 

10 N- (3, 4-S^7;i/;tD:7 3z-;i/;^;i/4^-;i/) -3- (2- (2- (N- 
(2 -t HD^s^3^^;i/) -N-:7 3in;i/T^y) juh^ps^) -4- (tf^ 
'J—j]/-! — rn^-^yr^ K 

Pop 




TLC : Rf 0.41 (iJ7nD:^;i/A : ;i/=9 : 1) ; 

15 NMR (300 MHz, CDCI3) : ^ 7.86-7.74 (m, 2H), 7.53 (d, J = 2.1 Hz, IH), 7.37 (d, 
J = 2.4 Hz, IH), 7.32-7.24 (m, 3H), 6.96 (d, J = 7.8 Hz, IH), 6.87-6.80 (m, 3H), 
6.71-6.64 (m, 2H), 6.27 (dd, J = 2.4, 2.1 Hz, IH), 5.22 (s, 2H), 4.18 (t, J = 4.5 Hz, 
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2H), 3.95 (t, J = 4.8 Hz, 2H), 3.80 (t, J = 4.5 Hz, 2H), 3.64 (t, J = 4.8 Hz, 2H), 2.83 (t, 
J = 7.5 Hz, 2H), 2.36 (t, J = 7.5 Hz, 2H)o 

mmmio (i 9 4) 

p<^;i/-N-7ai— ) yuTts^iy) -4 

9 o p 




I 



TLC : Rf 0.30 (^ulJ-t^JVA : yi^y—Jl= 19:1) ; 
10 N M R (300 MHz, CDCI3) : 6 7.82-7.68 (m, 2H), 7.54 (d, J = 1.8 Hz, IH), 7.40 (d, 
J = 1.8 Hz, IH), 7.30-7.16 (m, 3H), 6.93 (d, J = 8.1 Hz, IH), 6.74-6.60 (m, 5H), 6.29 
(dd, J = 1.8, 1.8 Hz, IH), 5.25 (s, 2H), 3.97 (t, J = 6.0 Hz, 2H), 3.48 (t, J = 6.9 Hz, 
2H), 2.92 (s, 3H), 2.87 (t, J = 7.2 Hz, 2H), 2.51 (t, J = 7.2 Hz, 2H), 2.05 (m, 2H)o 

15 mmm i o (195) 

N- (3, 4-S^y';i/;rn7 3i— ;i/) -3- (2- (2- (i-y 
^U>-2--fJ\y) :j^h^iy) - 4- (1-t. FD^$/- 1 -^^;vj^5^;i/) 
:7 3^n;i/) :7"D7^>T5. K 
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TLC : Rf 0.58 (^DD4^;i/A : jA^y^—;\,= 1 0 : 1) o 

mmm i o ( 1 9 e ) 

N- (3, 4-i^y;v:ttiy:n-j]/:7.;]y^—jv) -3 - (2- (2- i±y 




TLC : Rf 0.78 (^uti:^J]/A : j^^^—J]/ : W^m= 1 8 : 1 : 1) o 

TLC : Rf 0.17 (^DD^;i/A : ;i/= 10:1) ; 

NMR (300 MHz, DMSO-d«) : 6 7.94-7.76 (m, 5H), 7.69 (m, IH), 7.63-7.38 (m, 
6H), 7.31(d, J = 8.1 Hz, IH), 6.91 (s, IH), 6.66 (d, J = 7.5 Hz, IH), 6.27 (t, J = 2.1 
Hz, IH), 531 (s, 2H), 4.21 (m, 2H), 3.19 (m, 2H)o 

^^Jl 0 (19 7) 
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N-7 3.r:;i/:;^;V4^n;i/-3- (2- ( {3 1 -y :^:=.:>]y'y9-J]y) 




TLC : Rf 0.55 (^Dn:^;i/A : 10:1) ; 

5 NMR (300 MHz, CDCI3) : 6 7.88 (dd, J = 7.8, 1.8 Hz, 2H), 7.55 (m, IH), 
7.45-7.30 (m, IIH), 7.13 (d, J = 7.8 Hz, IH), 7.03-6.96 (m, 3H), 6.26 (d, J = 8.4 Hz, 
IH), 5.27 (dt, J = 8.4, 8.4 Hz, IH), 5.02 (s, 2H), 2.96-2.75 (m, 2H), 2.50 (dt, J = 1.8, 
8.1 Hz, 2H), 1.90-1.55 (m, 3H), 1.02 (d, J = 6.6 Hz, 3H), 1.01 (d, J = 6.6 Hz, 3H)o 

10 mmmio (i 9 8) 

N- (3, A-t>y )\y:^uy 3^=.)V7.)]/Tts-)]y) -3- (2 - (2-t.FD 
{i-y^U>-2-^)\y) o^h^ix) -4- i3-->Tyy:^^ 




OH 



15 TLC : Rf 0.41 (^^D-y : i^^rc5^;i/= 1 : 1> 0.5%S^m) ; 

NMR (300MHz, CDCI3) : 6 7.98-7.86 (m, 4H), 7.82-7.72 (m, 2H), 7.60-7.52 (m, 
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3H), 7.36 (m, IH), 7.30-7.14 (m, 4H), 7.06 (d, J = 8.1 Hz, IH), 6.90-6.84 (m, 2H), 
5.46 (dd, J = 8.7, 3.0 Hz, IH), 4.98 (s, 2H), 4.30 (dd, J = 9.9, 3.0 Hz, IH), 4.19 (dd, J 
= 9.9, 8.7 Hz, IH), 3.05-2.80 (m, 2H), 2.70-2.45 (m, 2H)o 

mmm i o (199) 



N- (3, 4-tJ'y;)/:tuy 3L=.)\yXJ\/-^s~JV) - 3- (2 - (2 - (3- 



TLC : Rf 0.40 (^DD*;;i/A : ;v=9 : 1) ; 

N M R (300 MHz, CDCI3) : d 7.75-7.69 (m, 2H), 7.55 (d, J = 2.1 Hz, IH), 7.40 (d, 
J = 2.1 Hz, IH), 7.30-7.23 (m, 2H), 6.94-6.80 (m, 4H), 6.67-6.62 (m, 2H), 6.29 (t, J = 
2.1 Hz, IH), 5.26 (s, 2H), 4.21 (t, J = 6.0 Hz, 2H), 3.89-3.86 (m, 4H), 3.21-3.18 (m, 
4H), 3.05 (t, J = 6.0 Hz, 2H), 2.69 (t, J = 7.5 Hz, 2H), 2.20 (t, J = 7.5 Hz, 2H)o 

mmm i o (200) 

N- (3, 4-s^7;i/::rn:7a^— ;vx;V!i^— ;i/) -3- (2- (5-731— 
;i/-^>5^;v) -4- (t:^V— ;v- l-^;vpi^;v) 7^— ;v) y°un>T 
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TLC : Rf 0.60 (n— : M3i5^;i/= 1 : 2) ; 
N M R (300 MHz, CDCI3) : <5 9.12 (bis, IH), 7.88-7.78 (m, 2H), 7.53 (d, J = 2.1 
Hz, IH), 7.43 (d, J = 2.1 Hz, IH), 7.33-7.25 (m, 3H), 7.20-7.15 (m, 3H), 6.96 (s, IH), 
5 6.82 (s, 2H), 6.30 (t, J = 2.1 Hz, IH), 5.26 (s, 2H), 2.80 (t, J = 7.8 Hz, 2H), 2.59 (t, J 
= 7.8 Hz, 2H), 2.43 (t, J = 7.8 Hz, 2H), 2.33 (t, J = 7.8 Hz, 2H), 1.65-1.56 (m, 2H), 
1.54-1.44 (m, 2H), 1.39-1.31 (m, 2H)o 

mmm i o (201) 

10 N- (3, 4-:^7;i/;rn:7rc::i;i/:;^;v:^r:;i/) -3- (2- (5-:7j:— 




T L C : R f 0.60 in-^^^> : B^^3i5=-;i/= 1:2); 
15 N M R (300 MHz, CDCI3) : 6 8.82 (brs, IH), 7.85-7.75 (m, 2H), 7.54 (d, J = 2.1 
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Hz, IH), 7.43 (d, J = 2.1 Hz, IH), 7.32-7.18 (m, 7H), 6.85 (s, 2H), 6.42 (d, J = 15.6 
Hz, IH), 6.30 (t, J = 2.1 Hz, IH), 6.05 (dt, J = 15.6, 6.9 Hz, IH), 5.27 (s, 2H), 2.86 (t, 
J = 7.8 Hz, 2H), 2.65 (t, J = 7.8 Hz, 2H), 2.36 (t, J = 7.8 Hz, 2H), 2.25-2.18 (m, 2H), 
1.83-1.72 (m,2H)o 

5 

^^#11 1 0 (2 0 2) 

N- (3, 4-i^7;v:^p:7 3i— ;i/) -3- (2- (5-:7 3.— 



10 




T L C : R f 0.60 (n-^^1t> : ®^^3^^;i/= 1:2) ; 
N M R (300 MHz, CDCI3) : 6 8.41 (brs, IH), 7.84-7.71 (m, 2H), 7.55 (d, J = 2.1 
Hz, IH), 7.41 (d, J = 2.1 Hz, IH), 7.33-7.18 (m, 7H), 6.96-6.95 (m, 2H), 6.30 (t, J = 
2.1 Hz, IH), 5.24 (s, 2H), 3.01 (t, J = 7.2 Hz, 2H), 2.74 (t, J = 7.2 Hz, 2H), 2.56 (t, J 
15 = 7.2 Hz, 2H), 2.42 (t, J = 7.2 Hz, 2H), 1.95-1.85 (m, 2H) o 



;^J 1 0 (2 0 3) 



N- (3, 4-i^>';i/^n7 3i— ;i'X;i/5fcn;v) - 3- (2- (N-^>^/ 
;vtf^^s^>- 1 — y;!/) -4- (if-^^/— 1 — ov^^^jv) yx.=^ 
20 ;v) yu/'i^T^ F 
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T L C : R f 0.60 (Wm^^^Jly) ; 

NMR (300 MHz, CDCI3) : 6 7.69-7.61 (m, 2H), 7.54 (d, J = 2.1 Hz, IH), 7.42 (s, 
6H), 7.25-7.16 (m, IH), 7.02 (d, J = 8.1 Hz, IH), 6.91 (s, IH), 6.83 (d, J = 8.1 Hz, 
5 IH), 6.30 (t, J = 2.1 Hz, IH), 5.27 (s, 2H), 3.87 (m, 2H), 3.56 (m, 2H), 2.92-2.84 (m, 
6H), 2.59 (t, J = 7.2 Hz, 2H)o 



m^m 10 (2 04) 

N- (3, 4-i^y;p^ti-:7a^=-jV7.j]/-!i-^=.j]y) -2- (1- (1- (±y 
10 ^]y>- !--()]/) 3i^;\yit];]y:^-)v) > 3 — r;i/) i^^T^ K 




T L C : R f 0.71 (Wm^^J^y : ^ 9:1); 

NMR (300 MHz, CDCI3) : <^ 8-62 (d, J = 8.1 Hz, IH), 8.19 (d, J = 8.7 Hz, IH), 

7.95 (d, J = 8.1 Hz, IH), 7.80 (m, IH), 7.72-7.58 (m, 4H), 7.46-7.35 (m, 3H), 7.21 (d. 
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J = 7.5 Hz, IH), 7.19 (d, J = 7.2 Hz, IH), 7.11 (d, J = 7.5 Hz, IH), 7.05 (s, IH), 5.16 
(q, J = 6.6 Hz, IH), 3.40 (s, 2H), 1.75 (d, J = 6.6 Hz, 3H)o 

mmmio (205) 

5 N- (3, 4 -^^^7;v::^n7^— ;v) -2- (2-p<g^;v-l- 



TLC : Rf 0.77 : ;V=9 : 1) ; 

10 N M R (300 MHz, CDCI3) : 6 8.01 (d, J = 7.5 Hz, IH), 7.92 (d, J = 8.1 Hz, IH), 
7.82-7.77 (m, 2H), 7.74-7.52 (m, 4H), 7.47 (d, J = 6.0 Hz, IH), 7.40 (dd, J = 7.8, 7.8 
Hz, IH), 7.24-7.06 (m, 4H), 5.38 (q, J = 6.9 Hz, IH), 3.57 (s, 2H), 2.41 (s, 3H), 1.81 
(d, J = 6.9 Hz, 3H)o 

15 mmm i o ( 2 o 6 ) 

N- (3, 4-i^7;i/:^-D7 3^— ;i/:^;i/5i^^;i/) -3- (i- (l- (i-y 
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T L C : R f 0.87 (Wm^^JV : — ;V= 8:1) ; 

N M R (300 MHz, CDCI3) : 6 8.58 (d, J = 8.4 Hz, IH), 8.21 (d, J = 7.8 Hz, IH), 
7.94 (d, J = 9.0 Hz, IH), 7.84-7.64 (m, 4H), 7.59 (dd, J = 7.5, 7.5 Hz, IH), 7.42-7.17 
5 (m, 6H), 6.89 (s, IH), 5.11 (q, J = 6.6 Hz, IH), 2.72 (m, 2H), 2.30 (m, 2H), 1.73 (d, J 
= 6.6 Hz, 3H)o 

mmm i o (20?) 

N- (3, 4-S^7;i/::^D7ain;i/;^;i'^-;i/) -3- (2- ( (3-^5^ 




T L C : R f 0.45 (n-^^-y-> : m^:x.^JV= 1:2) ; 
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NMR (300 MHz, CDOs) : 6 7.68-7.60 (m, 2H), 7.44-7.08 (m, 9H), 6.30 (d, J = 
9.3 Hz, IH), 5.27 (m, IH), 4.42 (s, 2H), 3.44 (s, 3H), 3.00-2.76 (m, 2H), 2.64-2.48 
(m, 2H), 1.92-1.70 (m, 3H), 1.02 (d, J = 6.6 Hz, 3H), 1.01 (d, J = 6.6 Hz, 3H)o 

5 mmm i o ( 2 o 8 ) 

N- (3, 4-i^:7;i/:^D:7 3^r:;i/X;i/5jN-;i/) -3- (2- ( (3-p<^ 




10 TLC:Rf 0.30 :mM=^^J^= 1 : 2) o 

mmm i o (209) 

N- (3, 4-i^y;V:ttiy -3- (2- ( (3-^5^ 
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T L C : R f 0.30 (n-^=3p-th> : i^^3:5^;i/= 1 : 2 ) o 

mmm i o (210) 

N- (3, 4-S^7;i/:^D7 3^— ;i/X;V3tcn;i/) -3- (2- ( (3-p<5=- 




TLC : Rf 0.60 (n-^=^tl-> : l^^a:^5^;V= 1 : 2) o 
^^jl 0 (2 1 1) 

N- (3, 4-S^:7;i/:^n7ain;i/:;^;V3jx-;i/) - 3- (4-i/Ty-2- 
( (3 1 -:7 Ji:::;i':7'^;i/) :tf;wt^-r;v) :7^— ;v) it^d^'^v 
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Q 



TLC : Rf 0.54 (n-^=^i^> : @^^j:^;^= 1 : 2) ; 
N M R (300 MHz, CDCI3) : 6 7.84-7.70 (m, 2H), 7.64 (d, J = 1.8 Hz, IH), 7.59 (dd, 
5 J = 7.8, 1.8 Hz, IH), 7.46-7.20 (m, 7H), 6.34 (d, J = 7.8 Hz, IH), 5.23 (m, IH), 3.02- 
2.80 (m, 2H), 2.51 (t, J = 7.4 Hz, 2H), 1.92-1.46 (m, 3H), 1.03 (d, J = 5.9 Hz, 3H), 
1.01 (d, J = 5.9 Hz, 3H)o 

mmm i o (212) 

10 N- (3, 4-$;':7;i/::^-n7 Jin;v:^;i/7tN-;i/) -3- (2- ( (3-^5=- 
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TLC : Rf 0.49 (^5'nn!j^;VA : pi^J^y— ;V= l O : l) ; 
N MR (300 MHz, DMSO-dg) : 6 12.30 (brs, IH), 8.88 (d, J = 8.4 Hz, IH), 7.94 (m, 
IH), 7.80-7.68 (m, 2H), 7.33-7.19 (m, 7H), 7.08 (d, J = 2.1 Hz, IH), 4.98 (m, IH), 
3.75 (quint, J = 6.9 Hz, IH), 2.76-2.71 (m, 2H), 2.54-2.49 (m, 2H), 1.75-138 (m, 
5 3H), 1.41 (d, J = 6.9 Hz, 6H), 0.87-0.83 (m, 6H) o 

rnmm i o (213) 

N- (3-:7;i/:^n>'az-;i/P^;i/:^^n;v) - 3- (2 - (2- (3-^h=3p 
<yyx.—;]/i:];\/-^s-;v'r5.J) j^ih^^^) -4- (t°-^ V— 1 — Y;)/^ 
10 ^;i/) yrc—ji/) yti^-^iy-rs. h 




TLC : Rf 0.43 (^nD:ji^;VA : ^^y— ;i/= 10:1) ; 
N M R (300 MHz, DMSO-dJ : 6 8.62 (t, J = 5.4 Hz, IH), 7.77 (d, J = 2.1 Hz, IH), 
7.72-7.53 (m, 4H), 7.45-7.30 (m, 4H), 7.07 (m, IH), 6.86 (d, J = 8.1 Hz, IH), 6.85 (s, 
15 IH), 6.56 (d, J = 8.1 Hz, IH), 6.24 (t, J = 2.1 Hz, IH), 5.22 (s, 2H), 4.06-3.97 (m, 

2H), 3.78 (s, 3H), 3.65-3.56 (m, 2H), 2.66 (t, J = 7.2 Hz, 2H), 2.46 (t, J = 7.2 Hz, 2H)o 

^^110 (2 14) 

N- (4-7;v:^D7x.-;i/;^;i/p1s— ;p) - 3- (2 - (2 - 
20 s^7ai^;i/:i7;i/4^'ri;i/T^y) ^ -4- (tf ^v— 1 
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TLC : Rf 0.44 (^UUTi^JVA : p<i$'y— ;i/= 10:1) ; 
N M R (300 MHz, DMSO-d«) : S 8.62 (t, J = 5.4 Hz, IH), 7.96-7.87 (m, 2H), 7.77 
5 (d, J = 2.1 Hz, IH), 7.47-7.30 (m, 6H), 7.07 (m, IH), 6.86 (d, J = 7.8 Hz, IH), 6.84 (s, 
IH), 6.56 (d, J = 7.8 Hz, IH), 6.24 (t, J = 2.1 Hz, IH), 5.23 (s, 2H), 4.02 (t, J = 5.7 
Hz, 2H), 3.78 (s, 3H), 3.65-3.56 (m, 2H), 2.65 (t, J = 7.2 Hz, 2H), 2.44 (t, J = 7.2 Hz, 
2H)o 

10 m-mm i o ( 2 i 5 ) 

N- (4-y<^j]yy -3- (2- (2- (s-^h^fy 
:7 3i^;vpb;i/4^^-;vT5:y) 3:-h^-» -4- 1 --r;^p<^ 

;i/) ;v) yxi^^>T^ F 
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T L C : R f 0.44 n D5js;i/A : p< ^ y —)V= 10:1) ; 
N M R (300 MHz, DMSO-dJ : 6 8.62 (t, J = 5.7 Hz, IH), 7.77 (d, J = 2.1 Hz, IH), 
7.72 (d, J = 8.1 Hz, 2H), 7.47-7.31 (m, 6H), 7.07 (m, IH), 6.86 (s, IH), 6.84 (d, J = 
7.2 Hz, IH), 6.55 (d, J = 7.2 Hz, IH), 6.24 (t, J = 2.1 Hz, IH), 5.23 (s, 2H), 4.01 (t, J 
= 5.4 Hz, 2H), 3.78 (s, 3H), 3.64-3.55 (m, 2H), 2.64 (t, J = 7.5 Hz, 2H), 2.44 (t, J = 
7.5 Hz, 2H), 2.38 (s, 3H)o 

mmm i o ( 2 i 6 ) 



N- (3-— ho7^— ;i/) -3- (2- (2- (3-y<h^-> 
•:7 :n—;)yi^;v^~}vr^^) jcbdp$/) -4- (i^^^/— ;i/-l — 



TLC : Rf 0.43 (^Dn:^;i/A : ^^y— ;i/= 10:1) ; 
N M R (300 MHz, DMSO-dg) : 6 8.61 (t, J = 5.4 Hz, IH), 8.57 (s, IH), 8.52 (d, J 
= 7.8 Hz, IH), 8.25 (d, J = 7.8 Hz, IH), 7.89 (t, J = 7.8 Hz, IH), 7.76 (d, J = 2.1 Hz, 
IH), 7.45-7,28 (m, 4H), 7.07 (m, IH), 6.85 (d, J = 8.4 Hz, IH), 6.84 (s, IH), 6.53 (d, 
J = 8.4 Hz, IH), 6.23 (t, J = 2.1 Hz, IH), 5.21 (s, 2H), 4.01 (t, J = 5.7 Hz, 2H), 3.77 (s, 
3H), 3.64-3.54 (m, 2H), 2.65 (t, J = 7.2 Hz, 2H), 2.46 (t, J = 7.2 Hz, 2H)o 

^^Jl 0 (2 1 7) 
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N- (S-S^Ty :7:cr:;v:^;l/3}^n;^) - 3- (2- (2- 




5 TLC : Rf 0.43 (^nD3j^;VA : ^^^'^ ;V= 1 0 : 1) ; 

NMR (300 MHz, DMSO-dg) : 6 8.62 (t, J = 5.4 Hz, IH), 8.25 (s, IH), 8.17 (d, J 
= 8.1 Hz, IH), 8.13 (d, J = 8.1 Hz, IH), 7.80 (t, J = 8.1Hz, IH), 7.76 (d, J = 2.1 Hz, 
IH), 7.77 (d, J = 2.1 Hz, IH), 7.46-7.30 (m, 4H), 7.07 (m, IH), 6.85 (d, J = 7.8 Hz, 
IH), 6.84 (s, IH), 6.56 (d, J = 7.8 Hz, IH), 6.24 (t, J = 2.1 Hz, IH), 5.23 (s, 2H), 4.02 

10 (t, J = 5.4 Hz, 2H), 3.78 (s, 3H), 3.66-3.56 (m, 2H), 2.65 (t, J = 6.9 Hz, 2H), 2.45 (t, J 
= 7.2Hz,2H)o 

mmm i o ( 2 i 8 ) 

N- (3-p«^;i/:7 3i— ;i/x;i/7}^-;i/) -3- (2- (2- 

15 7 3^-;i/:*;;i/7}^r:;i/T^^) :x.h^i^) -4- (If 1 — f 

;v) rn/^>r^ F 
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TLC : Rf 0.43 (^nn7fc;i/A : ;A^y~-J]/= 10:1) ; 
N M R (300 MHz, DMSO-dfi) : 6 8.62 (t, J = 5.4 Hz, IH), 7.77 (d, J = 2.1 Hz, IH), 
7.69-7.60 (m, 2H), 7.52-7.30 (m, 6H), 7.07 (m, IH), 6.86 (d, J = 7.8 Hz, IH), 6.85 (s, 
5 IH), 6.56 (d, J = 7.8 Hz, IH), 6.24 (t, J = 2.1 Hz, IH), 5.22 (s, 2H), 4.02 (t, J = 5.7 
Hz, 2H), 3.78 (s, 3H), 3.65-3.55 (m, 2H), 2.65 (t, J = 7.2 Hz, 2H), 2.43 (t, J = 7.2 Hz, 
2H),2.37(s,3H)o 

mmm i o (219) 

10 N- (3-p< ;i/) -3- (2- (2- 




TLC : Rf 0.44 (^DP7^;i/A : ^iS^y— ;i/= 10:1) ; 
15 N M R (300 MHz, DMSO-dfi) : S 8.63 (t, J = 5.4 Hz, IH), 7.77 (d, J = 2.1 Hz, IH), 
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7.53-7.23 (m, 9H), 7.07 (m, IH), 6.86 (d, J = 7.8 Hz, IH), 6.85 (s, IH), 6.56 (d, J = 
7.8 Hz, IH), 6.24 (t, J = 2.1 Hz, IH), 5.23 (s, 2H), 4.02 (t, J = 5.7 Hz, 2H), 3.80 (s, 
3H), 3.78 (s, 3H), 3.65-3.56 (m, 2H), 2.66 (t, J = 7.2 Hz, 2H), 2.44 (t, J = 7.2 Hz, 2H)o 

5 mmmio (2 2 o) 



N- {3-h V y Jly:tti :i^=.JV:^JVyi^—J]/) - 3- (2 - (2 - (3 

-p? h^5>'>'3i— ;i/:i7;i/5^'-;vT^y) :xLh=^^) -4- 1 



10 TLC : Rf 0.43 (^Dn7}N;i/A : p<i57y— ;i/= 1 0 : 1) ; 

NMR (300 MHz, DMSO-dJ : 6 8.62 (t, J = 5.4 Hz, IH), 8.16-8.07 (m, 3H), 7.85 
(t, J = 8.1 Hz, IH), 7.76 (d, J = 2.1 Hz, IH), 7.46-7.28 (m, 4H), 7.08 (m, IH), 6.85 (s, 
IH), 6.83 (d, J = 7.8 Hz, IH), 6.53 (d, J = 7.8 Hz, IH), 6.24 (t, J = 2.1 Hz, IH), 5.23 
(s, 2H), 4.01(t, J = 5.7 Hz, 2H), 3.77 (s, 3H), 3.65-3.55 (m, 2H), 2.65 (t, J = 6.9 Hz, 

15 2H), 2.46 (t, J = 6.9 Hz, 2H)o 

mmm i o (221) 

N- (3-pi hJps^:^;V/}f— ;i/>'3in;i/y^;i/5iNn;i/) - 3- (2 - (2 - (3 

h=^i>7 3^-;i/pb;v>ii^-;VT^y) ^i-h^i^) -4- (tf-^^/— 1 

20 -^)\y?^^J]y) 7air:;i/) y°lp;'^>TK K 




o 
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TLC : Rf 0.44 (^tiuyt^)VA : p<^y— ;i/= 10:1) ; 
N M R (300 MHz, DMSO-dg) : 6 8.61 (t, J = 5.4 Hz, IH), 8.40 (s, IH), 8.23 (d, J 
= 7.8 Hz, IH), 8.09 (d, J = 7.8 Hz, IH), 7.78-7.69 (m, 2H), 7.44-7.29 (m, 4H), 
5 7.06(m, IH), 6.84 (s, IH), 6.83 (d, J = 7.5 Hz, IH), 6.53 (d, J = 7.5 Hz, IH), 6.24 (t, J 
= 2.1 Hz, IH), 5.21 (s, 2H), 4.01(t, J = 5.7 Hz, 2H), 3.90 (s, 3H), 3.77 (s, 3H), 3.64- 
3.55 (m, 2H), 2.64 (t, J = 7.2 Hz, 2H), 2.44 (t, J = 7.2 Hz, 2H)o 

mmm i o (222) 

10 N- (3 ->b;V3i^:3pi^:7 3cn;i/x;i/3}^-;i/) - 3- (2 - (2 - (3-^h 




TLC : Rf 0.21 (i^UU-^)\/A : ^^y— ;i/= 10:1) ; 
15 N M R (300 MHz, DMSO-dJ : 6 8.62 (t, J = 5.4 Hz, IH), 8.40 (s, IH), 8.22 (d, J 
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= 7.8 Hz, IH), 8.06 (d, J = 7.8 Hz, IH), 7.79-7.69 (m, 2H), 7.46-7.30 (m, 4H), 
7.06(m, IH), 6.84 (s, IH), 6.83 (d, J = 7.5 Hz, IH), 6.53 (d, J = 7.5 Hz, IH), 6.24 (t, J 
= 2.1 Hz, IH), 5.21 (s, 2H), 4.01(t, J = 5.7 Hz, 2H), 3.77 (s, 3H), 3.64-3.55 (m, 2H), 
2.64 (t, J = 7.2 Hz, 2H), 2.44 (t, J = 7.2 Hz, 2H)o 

1 0 (2 2 3) 

N- (3, 4-i^y;V:tti-7 3i:^;]/XJV:^:=.J]/) -3 - {Q-^yTJ - 1- 

(1- {±yd'\y>-i-^ )]/) ;i/) ^yY-)\/-3 — f;!/) 



10 




TLC : Rf 0.46 (n-^:3p■t^> : f^^ni^;!/ : 1 0 0:1 0 0:1); 

NMR (300 MHz, DMSO-dJ : 6 12.25 (brs, IH), 8.70 (s, IH), 8.24 (d, J = 8.7 Hz, 
IH), 7.98 (m, IH), 7.89-7.82 (m, 2H), 7.84-7.72 (m, 3H), 7.68-7.55 (m, 4H), 7.44 (t, 
J = 7.5 Hz, IH), 7.38 (m, IH), 5.50 (q, J = 6.9 Hz, IH), 2.80-2.60 (m, 2H), 2.57-2.43 
15 (m,2H), 1.63(d,J = 6.9Hz,3H)o 

mmmi o (224) 

N- (3, 4 -s^:7;i/;tD7 3^::i;i/x;i/5}N-;i/) -2- (5- (t°^V— ;i/ 

- 1 --r;i/p<5=-;i/) - 2- {i-y^v>-i-^)\/^^)]/) -rv-f>F';> 
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o 




TLC:Rf 0.40 : pi^y-;i/=8 : 1) ; 

N M R (300 MHz, CDCI3) : 6 7.91 (d, J = 9.0 Hz, IH), 7.75 (d, J = 7.5 Hz, IH), 
5 7.67 (m, 2H), 7.50-7.00 (m, lOH), 6.87 (brs, IH), 6.15 (s, IH), 5.68 (d, J = 15.1 Hz, 
IH), 5.15 (s, 2H), 4.52 (d, J = 15.1 Hz, IH), 4.31 (s, IH), 2.80-2.60 (m, 2H)o 

^^^J 1 0 (2 2 5) 

N- (3, 4-^:7;i/:rn>^airz;i/;:^;i/jjs-;i/) -2- {5-y:r^^^^y< 




TLC : Rf 0.64 (@^^ji^;V : ;V=5 0:1); 

NMR (300 MHz, CDCI3) : 6 7.90-6.92 (m, 16H), 5.70-4.70 (m, 2H), 5.08 (m, 2H), 
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3.00-2.00 (m, 2H), 1.95-1.45 (m, 3H), 0.94 (m, 6H)o 



##^J2 0 




OCHs 



CHO 



10 



T L C : R f 0.58 : i^^3i^;i/= 1 : 1 ) o 



15 



'm2 1 



3- (2- ( 5 -p<5^;i/-3 -7i^;i/^^-y-y-f -4-p<hdp^p<h 



OCH, 
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2 -:7x.n;i/^>^;i/x'^;?^S>">A:rDV>r K; 2.33ml, 0.55M 

^h^tiFn:?^ >mm) ^mr v. m-^^'^num-Q i mmmw b fee s 
mm-^m^^v —^—mM^ 0.5 m 1 ^sn^t ^ ^ t:: 1 ufco sjss 

UTn r;i/:3— ;i/#::&#;feo :l(DT)]/^—)\/W-^ h U^5^;i/T^ > (o.7lml ) 

:fe<ttF5^p<5=-;v:^;v't^^s^ h' (5 mi) t?g^u citit^. 

US^Vfgf* (4 0 7mg) ^SD^s m^^^^MT 3 HtP^it#bfeo 

(ommu-^^^^mmh^ (2 2 5mg) ^i#feo 

T L C : R f 0.56 (^^^i^V : i^^3^^;i/= 2 : 1) o 

mmmi i 

15 3- (2- (5 3 _ 4 _ t j^- p ^ 

o 



##^J2 IT'Mpabfe^fb^ (2 2 0mg) ©^^y— ;i/ (3ml) 

\z.^ 1 o%:^m-p<^^— ;i/ (0.5ml) m^-^imx. ^mr^mwsmx^tco 

20 Cini- 1 0 ^ J — ;V (0.5m 1 ) mt^MX^ U^^-^ 4 5 °CT^ 1 
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mm\.x. iixrorn'mu^^-r^mm^h-^m (2oomg) ^m^o 

T L C : R f 0.32 i^^V-> : #^j:^;v= 2:1) ; 
N M R (300MHz, CDCI3) : 6 7.42 (d, J = 1.5 Hz, IH), 7.35-7.13 (m, 7H), 4.66 (d, 
5 J = 4.5 Hz, 2H), 3.64 (s, 3H), 3.38 (m, IH), 3.20 (dd, J = 16.2, 7.8 Hz, IH), 3.11 (dd, 
J = 16.2, 6.6 Hz, IH), 2.88 (m, 2H), 2.49 (m, 2H), 1.70-1.30 (m, 4H), 0.90 (d, J = 6.6 
Hz, 3H), 0.84 (d, J = 6.6 Hz, 3H)o 

^^^J 1 2 

10 3- (2- (5-^^;i/-3 -7 3:-;i/^^-y-y-r;i') -4-y3iJ^iy^ 




15 TLC : Rf 0.28 : i^^rc^;i/= 3 : 1^ 0.5%i^^) ; 

N M R (300 MHz, CDCI3) : 6 7.52 (d, J = 1.5 Hz, IH), 7.43 (dd, J = 7.8, 1.5 Hz, 
IH), 7.36-7.21 (m, 5H), 7.19-7.12 (m, 3H), 7.03-6.94 (m, 3H), 5.03 (s, 2H), 3.38 (m, 
IH), 3.20 (dd, J = 16.2, 7.8 Hz, IH), 3.11 (dd, J = 16.2, 6.6 Hz, IH), 2.88 (m, 2H), 
2.54 (m, 2H), 1.64 (ddd, J = 13.2, 9.9, 4.5 Hz, IH), 1.52-1.30 (m, 2H), 0.89 (d, J = 

20 6.6 Hz, 3H), 0.83 (d, J = 6.6 Hz, 3H)o 
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mmm 1 3 

3- (2- ( (3-^^;i/-l- (4-y';l/;e^D7rc-;l/) y^jv) :^7;wt 




5 6(40) -tM^tb/^-fb-^ti (2.00 g) (D^h^tHD:7^> (5m 

1 ) >#H^T> 0 °C-t ( 1 h ^ t H D 7 ^ > 

8.6ml) <&?®Tu m-^^Mu-v3o^mm^Ltzo ^mm-^i^ 

10 3i5=-;V-??^5fe#b. OTOtl'l^ffi^WrS^M^b-^ (1.67 g) ^ftfeo 
T L C : R f 0.40 (^^1^> : i^^3::5=-;i'= 1:1); 
NMR (300 MHz, CDCI3) : 6 7.43 (dd, J = 8.1, 2.1 Hz, IH), 7.34-7.27 (m, 6H), 
7.07-6.95 (m, 5H), 6.13 (d, J = 8.1 Hz, IH), 5.21 (q, J = 8.1 Hz, IH), 5.02 (s, 2H), 
3.44 (t, J = 5.4 Hz, 2H), 2.87-2.71 (m, 2H), 1.91-1.52 (m, 5H), 0.98 (d, J = 6.6 Hz, 

15 6H)o 

^#013 (1) 

3- (2- ( (3-y<^)v- 1-y :tf;wt^-r;v) -4-y 
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mmm6 (33) -^mMhtzih^m^m^^x. mmm 1 3 tmmomi'p^ 

TL C : Rf 0.61 (^Dn4^;VA : ;<^y—)V= 10:1) ; 
5 N M R (300 MHz, CDCI3) : 6 7.46-7.25 (m, lOH), 7.02-6.94 (m, 3H), 6.13 (d, J = 
9.0 Hz, IH), 5.24 (dt, J = 9.0, 9.0 Hz, IH), 5.02 (s, 2H), 3.50 (brs, IH), 3.43 (brs, 
2H), 2.86-2.72 (m, 2H), 1.85-1.50 (m, 5H), 0.98 (d, J = 6.3 Hz, 6H)o 

##^J2 2 

10 3- [4->'3iy:3ps^p<5^;p-2- [1- {4-y;v:tny:rL~ji) -3- 




^^J13 (1) •TfMjgbfe'fb'^J^ (1.46g) :^mh^^ly> (5ml) 
mmv. ;^i^;V^U^-( F (0.30ml) J:tJ?tf U (1ml) ^SD;t. 
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4mg:) mux. 8 o°c-eii-^m#bfeo Kmu-^^i^7kmax. mm^^ 
5 mmv. iiXTom&M^m-r^mm^h-^m (i.i6g) ^nr^o 

Mass (APCI, POS.20V) ; 475 (M + H)+o 
»#^J 2 3 

3- [4-7^y^i>'^5^;V-2- [1- (4-y)\y:tuy:c~j\y) -3- 

if'^^V'^^"""^'^ NHz 



##^J2 2 7:-M3tbfe'fb^t) (6 0 0mg) <D^h^tFn7^> (3m 
1 ) hVy j^—;]yyi-^x (500mg) ^J^XfyK (o.3m 1 ) § 

(2 9 Omg) ^f#fco 
N M R (300MHz, CDQs) : 6 7.42-7,23 (m, 7H), 7.07-6.87 (m, 6H), 5.22 (q, J = 8.1 
Hz, IH), 5.02 (s, 2H), 2.80-2.74 (m, 2H), 2.62 (t, J = 6.6 Hz, 2H), 1.83-1.55 (m, 5H), 
1.00-0.97 (m,6H)o 




20 
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N- (3-^^}]y-l- (4-Z7;]y:tuya^=.)\/) -2- (3-p< 

rnbvi/) -^-y :r.je^t^^^)\/^yXTK K 




##^J2 ST-MBbfe-fb^t; (15 4mg) CDMb^5^l/> (1ml) ^ 
5 ^^l::. p<S/;i/^D^-i' F (o.osoml) :feJ;tFtf U (0.2ml) ^^a;?.^ m 

M-fb-^t; ( 1 2 6mg) ^f#;feo 
10 TL C : Rf 0.20 (^^i^V : i^^ai5^;i/= 1:1); 

N M R (300 MHz, CDCI3) : 6 7,44 (dd, J = 7.8, 1.8 Hz, IH), 7.36-7.29 (m, 6H), 
7.08-6.95 (m, 5H), 6.03 (d, J = 8.1 Hz, IH), 5.70 (t, J = 6.3 Hz, IH), 5.20 (q, J = 8.1 
Hz, IH), 5.03 (s, 2H), 3.03-2.96 (m, 2H), 2.84 (s, 3H), 2.81-2.64 (m, 2H), 1.95-1.65 
(m, 5H), 0.99 (d, J = 6.3 Hz, 6H)o 

15 

mmm 1 4 ( p --mmm 14(5) 

-fb^^^feo 

20 14(1) 

N- (3-p«^;v-i- (4-yj]/7tuy •:r^j]y) -2- (3-y 
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T L C : R f 0.50 (^^itv : mm^^Jl= 1:1); 

N M R (300 MHz, CDCI3) : 6 7.80-7.77 (m, 2H), 7.49-7.29 (m, 9H), 7.18 (d, J = 
8.1 Hz, IH), 7.09-6.94 (m, 5H), 6.10 (t, J = 6.0 Hz, IH), 6.02 (d, J = 8.1 Hz, IH), 
5.23 (q, J = 8.1 Hz, IH), 5.01 (s, 2H), 2.86-2.58 (m, 4H), 1.83-1.61 (m, 5H), 1.00 (d, 
J = 6.3 Hz, 6H)o 

N- (3 1 - (4-7;i/;tD:7air:;i/) -2- (3-^ 



T L C : R f 0.50 : i^^ai^;i/= 1:1) ; 

NMR (300 MHz, CDCI3) : <5 7.91-7.88 (m, 2H), 7.72-7.68 (m, IH), 7.48-7.38 (m, 

4H), 7.34-7.23 (m, 6H), 7.02-6.95 (m, 5H), 6.10 (d, J = 8.1 Hz, IH), 5.16 (q, J = 8.1 
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Hz, IH), 5.00 (s, 2H), 3.38-3.31 (m, 2H), 2.88-2.67 (m, 2H), 1.99-1.90 (m, 2H), 
1.82-1.61 (m, 3H), 0.97-0.93 (m, 6H)o 

mmmi4 o) 

5 N- (3-^5^;i/-l- (4-:7;i/:^D7a:-;i/) y-^ji.) -2- 

o 



T L C : R f 0.65 (WM^^^-Jl) ; 

NMR (300 MHz, CDCI3) : 6 8.06 (d, J = 1.5 Hz, IH), 7.45-7.42 (m, IH), 
10 7.35-7.29 (m, 6H), 7.08-6.95 (m, 5H), 6.75 (br s, IH), 6.08 (d, J = 8.1 Hz, IH), 5.18 
(q, J = 8.1 Hz, IH), 5.03 (s, 2H), 3.20-3.09 (m, 2H), 2.81-2.60 (m, 2H), 1.86-1.61 (m, 
5H), 0.99 (d, J = 6.3 Hz, 6H)o 

14(4) 

15 N-:7ni-;i/x;i/Jit-;i/- (2- (2- (±y ^ 2 jv) 3:. h^^y) 

-4- (t:'^v-;i/-i — r;M^;i/) ^>s^;i/) F 
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TLC : Rf 0.50 (^D^7^^;^A : 1 0 : 1) o 

^^J14 (5) 

5 N- (3, 4-S:^7;i'^D7 3ir:;i/;;^;P5js-;i/) -N'- (2- (2- {±-7 



TL C : Rf 0.49 (^Dn7js;i/A : ^^y— ;p= 1 0 : 1) o 

10 

3- l4-y 3^y^^ty?<^J]y-2- [1- ( 4 -7;V;^d -3- 




o p 
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o 




^^j6 (4 0) -^mmvtc^h-^m (i 5 omg) h^t fd7^> 

(2ml) m^iz. h»;3i5^;VT^> (0.068ml) :^^XJ^i^uxi^m^^)V 
(0.037ml) ^m^. m^t»^T;i/ri->SHMT. MW^ 3 O^mmWLtzo 

•y->-Ma::5=-;VT"^^?tU HTfommU^^ir^mmih^^ (1 1 9mg) 

10 N M R (300MHz, CDQj) : 7.44-7.28 (m, 7H), 7.07-6.95 (m, 5H), 6.88 (d, J = 8.4 Hz, 
IH), 6.04 (br s, IH), 5.23-5.16 (m, 2H), 5.03 (s, 2H), 3.06-2.89 (m, 2H), 2.61 (t, J = 
7.2 Hz, 2H), 1.84-1.62 (m, 3H), 0.98 (d, J = 6.3 Hz, 6H)o 

2 4 

15 N- (3-^5=-;V-l- (4-yj]/:tt2y jL=.?v) y^^;v) -2- (2-S^ 
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mmmi 5-7!mMVr^^h^m (l l 9mg) (DP:t^V-> (2ml) 
mi^. T;vrf>#HMT. CCtftfUS^V (0.1ml) :^J^V^hV7;V:tuA 

^ >x)vn-^>mm7m (54^1) ^m^. m-^^^^Mm^ 1 o^mmwv 
5 fee ^jitm-^m^ymm^. mm^r.^ji^-^t^mi^rco *^ji^7jc43J:tfiasi 

mg) ^f#feo 

N MR (300MHz, CDCI3) : 6 7.50-7.29 (m, 7H), 7.08-6.96 (m, 5H), 6.07 (d, J = 8.4 
10 Hz, IH), 5.17 (q, J = 8.4 Hz, IH), 5.06 (s, 2H), 3.08-2.91 (m, 2H), 2.76-2.62 (m, 2H), 
1.82-1.68 (m, 3H), 1.00-0.97 (m, 6H)o 

mmm i 6 

N- (3-p<5^;i/- 1- {A-y)v-^tiy :^=.)v) -2- (2- (^ 
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##^J2 4T-M3gbfc<b-^ (9 4mg) CD h;p3i> (2ml) mm^. 

hv?^^)v:^:XTi^]' (6 5mg) mux. m-^<^^ 1 2 ovr 3 ummw 
bfeo ^mm^o^^mmi.. amcp<^y-;p (smi) ^^x^iNmmi2 
ml) mux. m-^^Mw^ immmwvr^o Kji^^m-^mi^TkmuXs m 

u &.T(Dm'&.m^mir^mm^h-^ (9 4mg) <£f#feo 

T L C : R f 0.30 (#^rn5^;V) ; 

N M R (300MHz, CDCI3) : d 8.90 (d, J = 8.4 Hz, IH), 7.43-7.36 (m, 4H), 7.32- 
10 7.24 (m, 3H), 7.11-6.91 (m, 5H), 5.08 (s, 2H), 5.05-5.00 (m, IH), 3.15-3.04 (m, 4H), 
1.62-1.53 (m, IH), 1.48-1.39 (m, IH), 0.87 (d, J = 6.3 Hz, 6H)o 

^^#016 (1) 

1- (2- (^h^y— ;p-5— i';i/) ai^;v) -2- (4-pi5=-;v-2 - 



T L C : R f 0.40 : WM^^)l'= 1 : 1) o 
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##^J2 5 

O O CHo., 
H 

tert-:/5^;i/T^> (6.8ml) :^Xtf\^Vi^> (7.8ml) <DM.<t^^\y> 
5 (50ml) 0 °C-X!?^ ->JV^ n ^ K (5.0m 1 ) §?®T U^^^ 

ti'ma&*i-^«M^b^i^ (5.2g) sftfeo 

T L C : R f 0.26 (n-^^^y : #^3^^;!/= 2:1) ; 
10 NMR (300MHz, CDd^) : 6 4.22 (brs, IH), 3.02 (s, 3H), 1.39 (s, 9H)o 

^mmz 6 

4- (i-if^^/';;v^5=-;v) -2- [2- (:^>'d7ix>-2-'f;v) 315=- 



15 




1 3 -^0mm 3 -^sw^j 7 ^mmm 2 ^^^j 3 ^^^j 1 3 1 9 

T L C : R f 0.49 : mm=I=^^^^^= 1:1) ; 

20 NMR (300MHz, CDCI3) : 6 10.41 (s, IH), 7.86-7.69 (m, 5H), 7.57 (m, IH), 
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7.52-7.35 (m, 4H), 6.79 (d, J = 7.8 Hz, IH), 6.73 (brs, IH), 6.31 (t, J = 2.1 Hz, IH), 
5.32 (s, 2H), 4.30 (t, J = 6.6 Hz, 2H), 3.28 (t, J = 6.6 Hz, 2H)o 

»mm 2 7 

5 N- (t-y^)V) -2-b Fn=3rSy-2- [2- [2- ii-y^\y>-2 




##^J2 6-e^3tb:fe'fb'^ (6 4mg) CD^ h^t Fn7^> (1.5ml) 
10 ?MJ--7 8''Ct?n-:;^^;i/U^'i7A (1.59M^=¥-y->^^, 0.55ml) ^SD 

X.. tM^t;^0°C-t: lBt^31#bfeo :i©?M^W-7 8°C{::^^SPU # 
#^0 2 5f^5itb:fe'fb'^i^ (lOOmg) ®5^h^tFD7^> (1.0ml) 

Dx'h^^7^'— (n-^=^1?-> : i^^^^;V= 1 : D "^JW^U J-^JLT® 
tJttfjl^Wt-^^^ffi^b-^ ( 1 4 Img) ^t#feo 
TLC : Rf 0.28 (n-^=^-y-> : 1^^^^;^= 1 : 1) ; 
NMR (300MHz, CDCI3) : 6 7.87-7.78 (m, 3H), 7.74 (s, IH), 7.54 (d, J = 2.1 Hz, 
20 IH), 7.42-7.35 (m, 5H), 6.84 (d, J = 7.5 Hz, IH), 6.73 (d, J = 1.2 Hz, IH), 6.28 (t, J = 
2.1 Hz, IH), 5.44 (m, IH), 5.28 (s, 2H), 4.36-4.18 (m, 2H), 3.95 (s, IH), 3.59 (d, J = 
3.9 Hz, IH), 3.37-3.14 (m, 4H), 1.19 (s, 9H)o 
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rnmm 1 7 

(E) -N- (t-y^)]y) -2- [2- [2- (i-y ^ U>- 2 -4 

5 F 




##^J2 (9 0mg) ©1, 2-i^^nDa::^> (1.8 

ml) ?§?^J::s 0°CTr h U > (0.l2ml) *5ctt;^^p< S^-;!/^ D^-T F 

(0.02ml) ^m^. s^ti^e o°c-e4 o^^^#bfco ^a^mmDi^^KyK 

^— (^uu:^s;\yA : T-feh>=5 0 : 1) T^M^bT^ Ji^T©tJ'I4fil^^ 
-r^^l^Mb-a^ (7 7mg) ^^ifeo 

TLC:Rf 0.48 (^UU-^J]yA : T'k h>= 1 0 : 1) ; 
15 N M R (300MHz, CDCI3) : 6 7.91-7.76 (m, 4H), 7.58-7.38 (m, 5H), 7.30 (d, J = 7.8 
Hz, IH), 7.26 (s, IH), 6.88 (d, J = 15.9 Hz, IH), 6.80-6.71 (m, 2H), 6.30 (t, J = 1.8 
Hz, IH), 5.29 (s, 2H), 4.30 (t, J = 6.6 Hz, 2H), 3.96 (s, IH), 3.28 (t, J = 6.6 Hz, 2H), 
1.14 (s, 9H)o 

20 mmm i s 

N- (t-y^Jl^) - 2- [2- [2- (i~y^\y>-2-4JV) 
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o p 9H3 



Hifi^Jl Tt-Magbfe-fb-a^ (7 7mg) 0:t,^J—)V (2.0ml) mk\^. 
^?a-e-^<be^ (15mg) ^B'^^7Jc?^»H^T^ 70-0^2 

TLC : Rf 0.52 (n-^=¥-9-> : i^^^^;i/= 1 : 1) ; 
NMR (300MHz, CDCI3) : 6 7.87-7.68 (m, 4H), 7.58-7.32 (m, 5H), 7.11 (d, J = 7.8 
Hz, IH), 6.78-6.65 (m, 2H), 6.26 (t, J = 2.1 Hz, IH), 5.23 (s, 2H), 4.23 (t, J = 6.6 Hz, 
10 2H), 3.75 (s, IH), 3.23 (t, J = 6.6 Hz, 2H), 3.18-2.95 (m, 4H), 1.14 (s, 9H)o 

^mm 1 9 

2- [2- [2- (:^7^1/>-2— r;V) -4- (1-lf 



%mm 1 8"^Matbfe<b^t3T::^V— ;V (0.05ml) . b U 7;V:tni^^ 
(0.5ni 1 ) ^JP^Yg'&^^^M-?: 5 bfeo ^^^Wk^^-^ h ;v 

^bfe#iafPj^^7j<^:?- h U •^A7k^^^iP^i^^:3z5^;V-eMffibfeo 




Q P 



15 
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vh^^^-f— (n-^:¥-y-> :®^^3^^;V= 1 : 1) "TfJ^MU likTom 

TLC : Rf 0.22 (n-^:^-y-> : i^^:c^;^= 1 : 1) ; 
NMR (300MHz, CDCI3) : 6 l.Sl-lJS (m, 3H), 7.74 (s, IH), 7.58-7.36 (m, 5H), 
5 7.08 (d, J = 7.5 Hz, IH), 6.76-6.68 (m, 2H), 6.28 (brs, IH), 5.27 (s, 2H), 4.28 (t, J = 
6.0 Hz, 2H), 3.93 (s, 2H), 3.25 (t, J = 6.6 Hz, 2H), 2.99 (s, 4H)o 

mmm2 o 

N- (2- (2- (2- i±'7^Vly-2-^ )V) J^h^^Sy) -4- (b°^ 




^^Jl Q-Ximm.\.f^ih^ (3 5mg) :^^V^^Mmm (l Smg) 0 

N, N-i^p<5^;i/4^;i/A7'^ F (1.0ml) ^az.^ o°ct 1 -3^5^;v-3 - 
[3- (s^^9^;i/7^^y) ^"Dif;!/] Y -mm.^ (3 Img) 

15 *5cfct/5^p<5^;i/T^y tf';:^^ (3 0mg) ^^]nAm^^^^a-^«^^M# 

bifeo Si?&^m^J37j<^SP;ts @^^3^^;i/T»tBbfeo #«S^^;?ka^T 
— (n-^=3p-y-> :@^^a^^;j,= 2 : 3 D n A ;i/= 1 0 : 

1) -^mmxy. lik-rommM-^^ir^hmmh-^m (2 5mg) -^mco 

20 TLC : Rf 0.31 (n-^:3pi^> : @^mai5^;V= 1 : 2) ; 

NMR (300MHz, DMSO-d«) :6 7.98-7.91 (m, 2H), 7.89-7.77 (m, 4H), 7.76 (d, J 
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= 2.4 Hz, IH), 7.62 (m, IH), 7.56-7.40 (m, 6H), 7.13 (d, J = 8.1 Hz, IH), 6.87 (s, IH), 
6.65 (d, J = 8.1 Hz, IH), 6.24 (t, J = 2.1 Hz, IH), 5.23 (s, 2H), 4.17 (t, J = 6.6 Hz, 
2H), 3.74-3.61 (m, 2H), 3.15 (t, J = 6.6 Hz, 2H), 3.01-2.91 (m, 2H)o 

5 mmm 2 1 

3- [2- [2- (±y^]y>-2-^Jl) :c^)]/:^^-y:\ - 4- (l-l^ 

o 



mmms (12) ■vmmiyrci^h^m (7oomg) com^h^^^^iyy (is 

10 ml) m^iz. T;1/=?>#H^Ts ^S-^:^^if U;Vt^D^-r F (3 0 5>a 

(5 ml) mu^. ^^izmw^s o^m^mi^r^o ^mu-^miziNmrn 
mu^. f^m^^^v-^N^ti Fn:7^>-??»tBu mmm^7K:^^v^^m 

^^f^l^m-fb^i^ (7 0 8mg) ^^#feo 
TLC : Rf 0.35 (^DD5iN;PA : p<^$'>'— ;i/= 10:1) ; 
NMR (300MHz, CDCI3) : 6 7.84-7.76 (m, 3H), 7.72 (s, IH), 7.54 (d, J = 1.5 Hz, 
IH), 7.49-7.36 (m, 4H), 7.08 (d, J = 7.5 Hz, IH), 6.71 (d, J = 7.5 Hz, IH), 6.69 (s, 
20 IH), 6.27 (dd, J = 2.4, 1.5 Hz, IH), 5.25 (s, 2H), 4.93 (brs, IH), 4.72 (brs, IH), 4.26 
(t, J = 6.6 Hz, 2H), 3.25 (t, J = 6.6 Hz, 2H), 2.80 (t, J = 7.5 Hz, 2H), 2.14 (t, J = 7.5 
Hz, 2H)o 
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2 8 

3- [4- ( i-tf^V';;i'p<5^;i/) -2- [2- {i-y^u>-2-^jv) 




mmm2 ixmm.x^t^'ih-^^m^^x. ^m2A}inm<Dmi'^^nt^-^ 
X. mT®%ffi^^^-r^^@'fb^ (1.56 g) ^#fco 

TL C : Rf 0.50 (n-^=^-y-> : W^:3:-5=-;i/= 1 : 1) ; 
N M R (300MHz, CDCI3) : 6 7.85-7.78 (m, 3H), 7.70 (s, IH), 7.54 (d, J = 1.8 Hz, 
10 IH), 7.51-7.36 (m, 4H), 7.08 (d, J = 7.5 Hz, IH), 6.73 (dd, J = 7.5, 1.2 Hz, IH), 6.69 
(d, J = 1.2 Hz, IH), 6.27 (dd, J = 2.1, 1.8 Hz, IH), 5.26 (s, 2H), 4.23 (t, J = 6.6 Hz, 
2H), 3.23 (t, J = 6.6 Hz, 2H), 2.82 (t, J = 7.5 Hz, 2H), 2.31 (t, J = 7.5 Hz, 2H)o 

##^J 2 9 

15 3- [4- (1 -tl°^^/U;i/P<^;V) -2- [2- (±7^1x>-2-^;i/) 




^^m2 SXM^htc'it-^^O^:-^ y—J]/ (30ml) ^UXh 
Ua^^;i/T^> (1.06ml) :feJ:"a?t h'n^S>';VT^ >^^J^ (5 3 0mg) 

697 



wo 03/016254 



PCT/JP02/08120 



> : mM^9-JV= 1 : 1^^DD5}^;VA : ^^y— ;i/= 10:1) -^JltMU 

TL C : Rf 0.33 (i^nD/^;i'A : p<^y— ;i/= 10:1) ; 
NMR (300MHz, CDQa) : 6 7.82-7.76 (m, 3H), 7.71 (s, IH), 7.54 (m, IH), 
7.48-7.35 (m, 4H), 7.06 (d, J = 7.5 Hz, IH), 6.70 (dd, J = 7.5, 0.9 Hz, IH), 6.69 (d, J 
= 0.9 Hz, IH), 6.26 (dd, J = 2.4, 2.1 Hz, IH), 5.25 (s, 2H), 4.24 (t, J = 6.6 Hz, 2H), 
10 4.20 (brs, 2H), 3.24 (t, J = 6.6 Hz, 2H), 2.77-2.72 (m, 2H), 2.24-2.18 (m, 2H)o 

mmm2 2 

3- (2- (2- (2- (i-y^ly>-2-'^J\^) :t,h^iy) -4- (1^^ 

i--r;i/p<^;v) y=c-j]/) 3i^;i/-i, 2, 4 

15 J]/-5-^:t> 



##^J 2 9 T'^B bfe-fb^t; ( 1 8 0 m g) ©T-fe h h U (4.0m 1 ) 

mmz. mM-^i, s-s^^nftf^y^n [5. 4. o] •>>7^'-fe-7-a:^> 

(260//1) ^N, N' -^:^:i?;p3j^^;vs^-r ^ ^V-;i/ ( 1 1 Gmg) ^ 



s 
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At!ig!^#. mmLtzo mwi^sy^-^^j^-fy^j^^ti'^hv^y^— (n- 

^^•y-> :®t^j:5^;i/= 1 : 1^1 : 3) X^mMV. HkTcDi^mU^mirS 
Umih-^ ( 1 5 Omg) ^mtdo 
5 TL C : Rf 0.41 (^Dn7}N;vA : ;i/= 1 0 : 1) ; 

N M R (300 MHz, CDCI3) : d 7.82-7.73 (m, 3H), 7.69 (s, IH), 7.58 (d, J = 1.8 Hz, 
IH), 7.50-7.35 (m, 4H), 6.64 (d, J = 7.5 Hz, IH), 6.58 (d, J = 0.9 Hz, IH), 6.40 (dd, J 
= 7.5, 0.9 Hz, IH), 6.32 (dd, J = 2.1, 1.8 Hz, IH), 5.19 (s, 2H), 4.19 (t, J = 6.6 Hz, 
2H), 3.20 (t, J = 6.6 Hz, 2H), 2.67 (t, J = 7.5 Hz, 2H), 2.32 (t, J = 7.5 Hz, 2H)o 

10 

mmm2 2 (i) --mmm2 2 (5) 

15 ^#02 2(1) 

3- (2- (2- (2- (^7^1/>-2— r;!/) :x^h^-» -4- (t°^ 

)]/- 5 

O 




20 TLC : Rf 0.46 (^^i^V : ®^^J:^5^;V= 1:3); 
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N M R (300 MHz, CDCI3) : 6 7.82-7.74 (m, 3H), 7.70 (s, IH), 7.54 (d4 J = 2.4, 0.9 
Hz, IH), 7.51-7.36 (m, 4H), 6.92 (d, J = 7.8 Hz, IH), 6.66 (s, IH), 6.62 (d, J = 7.8 Hz, 
IH), 6.29 (dd, J = 2.4, 2.1 Hz, IH), 5.23 (s, 2H), 4.25 (t, J = 6.6 Hz, 2H), 3.23 (t, J = 
6.6 Hz, 2H), 2.75 (t, J = 7.5 Hz, 2H), 2.36 (t, J = 7.5 Hz, 2H)o 

m{s.m2 2 (2) 

3- (2- (2- (2- (i~y^ly>-2-^J\y) :c^h^ty) -4- (If^ 
— (J\y^^)\y) 1 , 2, 



T L C : R f 0.38 : I^M3i^;i/= 2:3); 

NMR (300 MHz, CDCI3) : 6 9.08 (brs, IH), 7.83-7.73 (m, 3H), 7.70 (s, IH), 7.54 
(d, J = 1.8 Hz, IH), 7.50-7.37 (m, 4H), 7.01 (d, J = 8.1 Hz, IH), 6.70 (s, IH), 6.69 (d, 
J = 8.1 Hz, IH), 6.28 (dd, J = 2.1, 1.8 Hz, IH), 5.25 (s, 2H), 4.27 (t, J = 6.6 Hz, 2H), 
3.25 (t, J = 6.6 Hz, 2H), 2.84 (t, J = 7.5 Hz, 2H), 2.40 (t, J = 7.5 Hz, 2H)o 

mmm 22(3) 

4- (2- (2- (2- ii-y^]y>- 2-^ J]y) 3ih=^iy) -4- (tf-^ 

7 3in;i/) 2, 3, 5 -^i-^V-^T 
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TLC : Rf 0.44 :mm:r.^;]y= 1:2) ; 

NMR (300 MHz, CDCI3) : d 7.84-7.78 (m, 3H), 7.72 (s, IH), 7.55 (d, J = 1.5 Hz, 
IH), 7.52-7.39 (m, 4H). 6.89 (d, J = 7.8 Hz, IH), 6.67 (s, IH), 6.62 (d, J = 7.8 Hz, 
IH), 6.30 (dd, J = 2.1, 1.5 Hz, IH), 5.25 (s, 2H), 4.25 (t, J = 6.6 Hz, 2H), 3.22 (t, J = 
6.6 Hz, 2H), 2.72 (t, J = 7.5 Hz, 2H), 2.34 (t, J = 7.5 Hz, 2H)o 

mmm2 2 (4) 

3- (2- (2- (3 1 -:7 3in;ix>^g^;Vp?7;wt^'l';i/) -4- 
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TLC : Rf 0.66 (n-^dE^-y-V : ®^^xg^;i/= 1 : 2) ; 
N M R (300 MHz, DMSO-dg) : 6 8.88 (d, J = 8.4 Hz, IH), 7.47-7.16 (m, IIH), 
7.05-6.90 (m, 3H), 5.09 (s, 2H), 5.04 (m, IH), 2.98-2.87 (m, 2H), 2.79-2.67 (m, 2H), 
1.75 (m, IH), 1.61 (m, IH), 1.45 (m, IH), 0.91(d, J =6.3 Hz, 3H), 0.90 (d, J =6.3 Hz. 
5 3H)o 

mmm22 (s) 

3- (2- (2- (3-;'<^;i/- l->'3i-;i/:;^5^;Vpf7;W^^-f;i/) -4- 

10 

S 




TLC : Rf 0.48 (^DD7f;;i/A : pi^J^y'— ;i/= 10:1) ; 
NMR (300 MHz, DMSO-dJ : 6 7.52-7.22 (m, lOH), 7.04-6.93 (m, 3H), 6.31 (d, 
J = 8.4 Hz, IH), 5.24 (m, IH), 5.05 (s, 2H), 3.17-2.88 (m, 4H), 1.89-1.51 (m, 3H), 
15 1.01 (d, J = 6.6 Hz, 3H), 1.00 (d, J = 6.6 Hz, 3H)o 

^mms 0 

4 -7rcydrS^p«^;i/- 2 - (2-^hD73^n;i/X;i/5}^— ;i/7'^y) 
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2-3—]^-4-yj:.J^i^^^)]yT—V> (6 0 0mg) (DM^h^^U 
y (4.0ml) m^iZO''C'^}:^Vi>> (0.45ml) ^^Xf2-—hU-ya^—Jl 

Y (4 2 9mg) ^SP;t. ^S-^tl^ll^itJ^ b}feo 

h^'^:7^— (n-^:^-y-> : i^^J^5^;i/= 2 : 1) T-M^U mTOi^tt 

T L C : Rf 0.38 (n-^^^pi^V : i^^az5^;i/= 2:1) ; 

NMR (300MHz, CDCI3) : 6 1.9Q (m, IH), 7.80 (m, IH), 7.77-7.65 (m, 3H), 7.56 

(m, IH), 7.36-7.23 (m, 3H), 7.05-6.91 (m, 4H), 5.06 (s, 2H) o 

»%^j3 1 

4-:7 3^yc3p:Jyp<5^;^_2- [N- [2- (::^7iJ7 v>- 2 --f ;i/) 015^;!/] 
-N-2 -n hD7 3^r:;i/::^;i/x^-;i/T^y] 7 j^— ;i/3— ^$^-1' h' 




^#^J3 Ot?M3libfe>fb^ (7 8 8mg) :feJ:t>'2- (:^:7^1/>-2 
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— r )l) az^S^y— ;i/ (3 8 5mg) ©-7" h^t KP7^> (5.0ml) 
MMi?S^a^^;i/T^/5>':^;i/7jf:3e>>l/-h (o.97ml) 43J:t;?h U :7az-;^p^^;^ 

(5 8 5mg) ^m^s m^if^^m^m^Lt^o s.jitm-^^m^i.. 

5 3:1) -^mmu mT©t;'!4^$Wt-^^^'fb^t;§f#feo 

TLC : Rf 0.47 (n-^^V-> : B^^rc5=-;i/= 2 : 1) ; 

NMR (300MHz, CDQa) :d 7.88-7.11 (m, 16H), 7.04-6.85 (m, 3H), 6.87 (d, J = 

12.3 Hz, IH), 4.80 (d, J = 12.3 Hz, IH), 4.40 (m, IH), 3.89 (m, IH), 3.18-3.00 (m, 

2H)o 

0 

»mm 3 2 

4-7ai^=3p.>^5=-;i/-2- [2- (::^:7iS^l/>-2-^;i/) 
:7 3i-;i/3~->$7V H 




##^!13 1-eMagbfeYb-^t; (TSOmg) ©T-feh^hU;!. (3.8ml) 
^^{c:, ^MT^M^:^7 U ^7 A ( 1 6 0 mg) :fe«tt>*g^;r7 3.y-;v (o.l4m 1 ) 

hi7^7^— (n-^:ap-t?-> :fm.:^^JV=2 0:1) T'MMU J!i>l>T®% 

TLC : Rf 0.84 (n-^^-^> :mM^^;]^=2 : 1) ; 

NMR (300MHz, CDO,) : d 7.86-7.76 (m, 3H), 7.68 (s, IH), 7.62 (d, J = 7.8 Hz, 
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IH), 7.52-7.41 (m, 2H), 7.39-7.24 (m, 3H), 7.01-6.92 (m, 3H), 6.69 (m, IH), 6.52 (m, 
IH), 4.98 (s, 2H), 4.32 (m, IH), 3.57-3.45 (m, 2H), 3.10 (t, J = 6.9 Hz, 2H)o 

##M3 3 

5 4-7aiy:^5>'^5^;V-2- [N- [2- ii-y^]y>-2 — T;!/) 




^mm3 inomg) on, N-i^^^^jv^.jiAy 

^ F (1.2ml) mmi:i. ^UX^mm^-y^A (5 7 Omg) 43J:t>'3'^7'fbp< 
10 (0.07ml) ^m^. 6 0'"CTi.5^^^bfeo 

TLC : Rf 0.47 (n— ^:^>y-> : i^^ai5^;V= 1 0 : 1) ; 
15 N M R (300MHz, CDCI3) : 6 7.86 (d, J = 8.1 Hz, IH), 7.83-7.71 (m, 3H), 7.63 (s, 
IH), 7.48-7.24 (m, 5H), 7.18 (d, J = 1.8 Hz, IH), 7.71-6.92 (m, 3H), 6.86 (dd, J = 7.8, 
1.8 Hz, IH), 4.98 (s, 2H), 3.32-3.24 (m, 2H), 3.06-2.97 (m, 2H), 2.84 (s, 3H)o 

mmm2 3 

20 4-y:c^:^t^^^j],-2- [N- [2- (:h:7i?^i/>-2— f;i/) 
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T L C : R f 0.26 (n— \^-y-> : |^^a:5^;i/= 10:1) ; 
NMR (300MHz, CDCI3) : 6 8.07 (d, J = 16.2 Hz, IH), 7.82-7.69 (m, 3H), 
7.60-7.50 (m, 2H), 7.48-7.36 (m, 2H), 7.35-7.22 (m, 3H), 7.15 (s, IH), 7.08 (m, IH), 
7.03-6.90 (m, 3H), 6.40 (d, J = 16.2 Hz, IH), 5.02 (s, 2H), 4.27 (q, J = 7.2 Hz, 2H), 
332-3.22 (m, 2H), 3.19-2.99 (m, 2H), 2.87 (s, 3H), 1.33 (t, J = 7.2 Hz, 3H)o 

mmm 2 4 

3- L4-y:cyf^->yi^jV-2- [N- [2- {±-7'^]y>-2--(;V) 



o 




^^[12 3T"MMbfeYb-^i^ (13 5mg) (D7^h^th'D:7^> (l.2m 
1) -oiiJ/y— ;i/ (0.3ml) mmi^s 0''C-XrM^h—^ifir;]y' 67kmm (7 
Omg) ^.^V^ykm^ftt-^^mi-hV^A (4 5mg:) ^ii>bToJnx.. 
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T L C : R f 0.59 ( hJV^> : WM^^J^= 10:1) ; 
NMR (300MHz, CDCI3) : 6 7.82-7.70 (m, 3H), 7.59 (m, IH), 7.48-7.06 (m, 8H), 
7.02-6.91 (m, 3H), 5.00 (s, 2H), 4.09 (q, J = 7.2 Hz, 2H), 3.26-3.16 (m, 2H), 3.01- 
5 2.88 (m, 4H), 2.76 (s, 3H), 2.60-2.50 (m, 2H), 1.22 (t, J = 7.2 Hz, 3H) o 

mmm2 5 

3- (2- (N-^5^;i/-N- (2- (i-y^\y>-2 — r;i/) :xu^Jl) T 



10 




TLC : Rf 0.58 (^7UU7i^;VA : ;i/= 10:1) ; 

NMR (300 MHz, CDCI3) : (5 7.82-7.71 (m, 3H), 7.60 (s, IH), 7.48-7.36 (m, 2H), 
15 7.35-7.12 (m, 6H), 7.02-6.92 (m, 3H), 5.02 (s, 2H), 3.28-3.18 (m, 2H), 3.03-2.88 (m, 
4H), 2.80 (s, 3H), 2.62 (t, J = 7.2 Hz, 2H)o 

»#^J3 4 

4-y:xuy^^iy^^j\y-2- [N- [2- (±-7^U>-2-^;]y) 
20 -N-T-fe5^;VT^y] 73in;i/3— F 
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0mm3 (i 2 smg) (Dmh?^^u> (i.3mi) m 

o°CT$^p<5^;vT^y tfus^^ (6 5mg) 43J:t5T-i25=-;v^D^-r 
K (0.03ml) mu^. m-^^ immm^vr^o ^mu-^iz 1 NiMm (0.5 

TLC:Rf 0.30 (n-^^-y-> : #^a:^;i/= 2 : 1) ; 
N M R (300MHz, CDCI3) : 6 7.89 (d, J = 8.4 Hz, IH), 7.79-7.70 (m, 3H), 7.62 (s, 
IH), 7.48-7.36 (m, 2H), 7.34-7.22 (m, 3H), 7.09 (m, IH), 6.98 (m, IH), 6.87-6.79 (m, 
10 2H), 6.64 (m, IH), 4.65 (s, 2H), 4.53 (m, IH), 3.28 (m, IH), 3.20-3.01 (m, 2H), 1.76 
(s,3H)o 



mmm2 s 

3- (2- (N-T-fe5^;i/-N- (2- ii-:7'$^U>-2--( ;V) :sL^)V) 
15 T^y) -4-7a^y ^s/p<5^;^7ni-;v) yt2^i>M 
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TLC : Rf 0.49 (^DD5fc;i/A : ^^J^y— ;i/= 10:1) ; 
NMR (300 MHz, CDCI3) : d 7.80-7.68 (m, 3H), 7.61 (s, IH), 7.48-7.22 (m, 7H), 
5 6.97 (t, J = 7.4 Hz, IH), 6.93-6.83 (m, 2H), 6.70 (s, IH), 4.77 (s, 2H), 4.55 (m, IH), 
3.25 (m, IH), 3.10 (t, J = 7.7 Hz, 2H), 2.93-2.81 (m, 2H), 2.72-2.61 (m, 2H), 1.76 (s, 
3H)o 

3 5 

10 2- (t^7^1/>-2— r;i/) ;i/ 




2-}f=.)]y±y^]y> (3.0 g) (D^>^> (2 0ml) mm^. MU^ h 
V y V JV^^—J^y (6.5 g) *5J:tF2, 2' -T^^JlfX (2-^5^;i/:7° 

Dif;r-hu;i/ (9 5 omg) mu^. o^mmwLLt^o Rmu 

15 -^^^MiC^^iPU h U >';i/:^Di^^ (7.5ml) ^m^. ^U7!^^iz3 

•^7^— TMMu iirf(Dm&.m^mir^nm.<h^ (2.5 g) ^^#^0 

T L C : Rf 0.63 iii-^^V-> : g^^az5=-;i/= 10:1) ; 
NMR (300MHz, CDCI3) : 6 7.86-7.75 (m, 2H), 7.68-7.60 (m, IH), 7.53-7.10 (m, 
20 4H), 3.09 (t, J = 7.4 Hz, 2H), 2.88 (dt, J = 7.8, 7.4 Hz, 2H), 1.41 (t, J = 7.8 Hz, lH)o 

##^[1 3 6 

4-:7'n^-2- [2- i'^:7^i^y-2 — fjv) ^>xt;v 
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10 



##^!j3 d-ammhtz^h^ (2.8g)cDN, N-^p? 5^;i/7j^;i/AT^ F (2 

0ml) mmi^yKm^ihi-hv^A (4 5 0mg, 62.7% in oil) ^m^. m-^ 

tiF (2.0g) CDN, N-i^^^;\yyt-JVAT^ (10ml) t30°C"Z?iP 

^^M<ti^ (2.6 g) ^mtdo 

TLC : Rf 0.44 (n-^^-y-> : i^^a:5^;i/= 10:1) ; 

NMR (300MHz, CDCI3) : 6 10.28 (s, IH), 7.89-7.76 (m, 3H), 7.70-7.63 (m, 2H), 

7.57-7.32 (m, 5H), 3.36-3.26 (m, 2H), 3.22-3.12 (m, 2H) o 



15 »#^J 3 7 

4-:rD^-2- [2- (:^>'i$7 2 --I';V) a:5^;i/5^^] '^>S^;i/T 




^mms G-^m^htdih^m (2.5g) ©^^h^uFn^^v dsmi) 

20 *5 J:ZJ?3^^$^ y (20ml) cD^^i^. yKM^h^^^mi- h U A (226 
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T L C : R f 0.13 (n-^^1^-> : mM^^)^= 10:1) ; 
5 NMR (300MHz, CDCI3) : 6 7.86-7.76 (m, 3H), 7.66-7.61 (m, IH), 7.52-7.40 (m, 
3H), 7.36-7.24 (m, 3H), 4.68 (s, 2H), 3.33-3.24 (m, 2H), 3.16-3.07 (m, 2H) o 

»%^J 3 8 

HaCs. /CH3 




oTx OTOtH^fii^^l-^^M-fb^ (2.7g) ^mtzo 
TLC : Rf 0.89 (n-^^V-y :WM^^)\^= 5 : 1) ; 
15 NMR (300MHz, CDCI3) : 6 7.86-7.76 (m, 3H), 7.64 (brs, IH), 7.52-7.30 (m, 6H), 
4.69 (s, 2H), 3.29-3.20 (m, 2H), 3.14-3.05 (m, 2HX 0.94 (s, 9H), 0.10 (s, 6H)o 

»mm 3 9 

4- (t-y^;VZ^?i^^J\y->'VJV:t^->?^^J\^) - 3- [2- i±y-$f\y> 

20 -2— r;i/) 3^9^;!/^;^] 
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##^J3 8T-M3abfe>fb^% asg) (1 2ml) , hU^i 

(9ml) ^SJC-D^^N, N-:^^5^;^7^^;I/AT^ F (9ml) (Om 

mz.^ )-^^Vt>h.y^'7s ( h 1; 73i-;i/5}^x:7^ » -^^D^-TF (110m 
g) ^iJD^s -^Ybj^^^H^T^M-^^^S 0°Cl!3 H^m^bfeo UJ^M 

^ic5^;i.= 3 0 : 1) t^MMU OTCDtJttffi^^-r^^^M-fb-^t; (l.6g) 

TLC : Rf 0.34 {n-^^^^^ : S^m:n5^;i/= 2 0 ; 1) ; 
N M R (300MHz, CDCI3) : 6 8.04 (d, J = 1.8 Hz, IH), 7.90 (dd, J = 7.8, 1.8 Hz, 
IH), 7.85-7.74 (m, 3H), 7.68-7.60 (m, 2H), 7.51-7.40 (m, 2H), 7.34 (dd, J = 8.4, 1.8 
Hz, IH), 4.79 (s, 2H), 4.39 (q, J = 7.1 Hz, 2H), 3.35-3.26 (m, 2H), 3.16-3.06 (m, 2H), 
1.41 (t, J = 7.1 Hz, 3H), 0.95 (s, 9H), 0.11 (s, 6H)o 

##^J4 0 

4- (l:f^^/~;i/- l-^;i/p<g^;i/) -2- [2- (:^7^5' 2 — i';^) 
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feo 

T L C : R f 0.33 (n-^=^-y-> : mM^9-JV= 2:1); 
5 N M R (300MHz, CDCI3) : 6 10.33 (s, IH), 8.65-8.58 (m, IH), 7.86-7.25 (m, IIH), 
6.32 (t, J = 2.1 Hz, IH), 5.33 (s, 2H), 3.27-3.05 (m, 4H)o 

mmm2 1 

3- (2- (2- {±yd^\y>-2--i)\y) 3:.^J]y^:t) -4- (}^^'J— 
10 — r;^p<5=-;i/) ^^^n ;i/) :7°^.'^•>^r^^;l/Jl:::^7^;^ 

O 




■7^h^bFD7^> (6ml) (3^^bfei>3:5^;i/a:hc3p^:t,;V7}f-;i/p< 
h (0.56m 1 , 2.82mm o 1 ) i,zM\^ 0 "CXyK^^t^ hV^A 
(9 Smg, 63.1% in oil) ^mx.. 1 0^P^31#bfem. 4 0 "e^jg 

15 bfe^b-^i^ (2.35mmo 1) ®^ h^ti Fn:7-^> (6ml) ^M<£Ja^ 1 5 

20 TLC : Rf 0.45 (n-^api^> : i^^ai^;i/=2 : 1) ; 

NMR (300MHz, CDCI3) : 6 8.20 (d, J = 15.9 Hz, IH), 7.84-7.73 (m, 3H), 
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7.62-7.36 (m, 6H), 730-7.24 (m, IH), 7.22-7.17 (m, IH), 7.05-6.69 (m, IH), 6.35 (d, 
J = 15.9 Hz, IH), 6.30 (t, J = 2.3 Hz, IH), 5.27 (s, 2H), 4.26 (q, J = 6.9 Hz, 2H), 
3.21-3.13 (m, 2H), 3.07-3.00 (m, 2H), 1.35 (t, J = 6.9 Hz, 3H)o 

5 mmm2 s 

3- (2- (2- (i-yi^U>-2-^JV) 3:.^;]^^:t) -4- (tr^y— 



mmm2 ix^mMi^tz^h-^m^mi^Xs mmm2 4^mmm3 tmm(Dm 

TL C : Rf 0.53 (tJ7DD5jN;i/A : 10:1) ; 

NMR (300 MHz, CDCI3) : ^ 7.84-7.74 (m, 3H), 7.61 (brs, IH), 7.58-7.54 (m, IH), 
7.50-7.39 (m, 2H), 7.38-7.35 (m, IH), 7.32-7.26 (m, IH), 7.21-7.11 (m, 2H), 6.98- 
6.92 (m, IH), 6.27 (t, J = 1.9 Hz, IH), 5.26 (s, 2H), 3.23-3.14 (m, 2H), 3.09-2.99 (m, 
15 4H), 2.70-2.60 (m,2H)o 

mmmz 9 

3- (2- (2- (±y^iyiy-2-^ jv) aig=-;i/5^;r) -4- (i^^y— 
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T L C : R f 0.47 (^^V-> : i^^3i^;i/= 2 : 1 ) o 

mmm s o 

3- [4- (tr^y— 1 — -2- [2- {i-y^]y>-2 




10 mmm2 9xm^\.r^^[j^m ( i o omg) om^t^^uy (2.5ml) ^ 
m#m (io5mg) immmi^vtzo ^i^%^::3-^DDM^m# 

^ (3 Oml) ^iPx^6{c^?S-t! lB^^m#Lfeo S;jSMi3«aia;^^7j<* 
T L C : R f 0.41 (n-^^tf-> : @^^^5^;i/= 1:1); 
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NMR (300MHz, CDCI3) : d 7.86-7.69 (m, 5H), 7.60-7.53 (m, 2H), 7.50-7.38 (m, 
3H), 7.36-7.19 (m, 2H), 6.31 (t, J = 2.1 Hz, IH), 5.21 (s, 2H), 4.12 (q, J = 7.2 Hz, 
2H), 3.59-3.50 (m, 2H), 3.36-3.16 (m, 4H), 2.78-2.69 (m, 2H), 1.22 (t, J = 7.2 Hz, 
3H)o 

mmm3 1 

3- (2- (2- (i-y-$^U>-2-^)V) 3L^JV:^;V^s-;v) -4- (tf 




10 mmm3 o-vmM\^r^^h^s^^m\^^x. mmm3 tmmomi'^^ntj^^x. 

TLC : Rf 0.39 (^DD5}n;1/A : j^^y^;\/= 10:1) ; 
NMR (300 MHz, CDCI3) : 6 7.84-7.68 (m, 4H), 7.58-7.54 (m, 2H), 7.48-7.39 (m, 
3H), 7.35-7.25 (m, 2H), 7.20 (dd, J = 8.7, 1.8 Hz, IH), 6.31 (t, J = 2.1 Hz, IH), 5.26 
15 (s, 2H), 3.58-3.49 (m, 2H), 3.35-3.16 (m, 4H), 2.82-2.72 (m, 2H) o 

##^J4 1 

7-^ h^^^ b^5>'^x'>;> 
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^;VT^> (16 1ml) om^KS^yi^JV^JlyATS. (DMF ; 5 0 0 m 
1) mmi^. O'C-^'^ h^iy^^Jly^uV K (70.3ml) ^^STU ^^"^4 

mmmi^Ltco ^utm-^iz^^^^ymm^i^'^jv (2/1. looomi) m 

^> f^^m^KMi- h U A (1000m 1 ) BM^r.^J^y'^ 2 Ulttli} bfeo 

5 W^M^7jC (2111) . iafn:^:^7jC-e^#bs ^7M^^^':t-5yr>AT|gi^^. 

a,«b-rOT0t;'M^^t-^=igMb'^% (74.1 g) ^f#feo m^titan^m 

T L C : R f 0.50 (^^ItV : @^^a^5=-;i'= 3:2) ; 

NMR (300 MHz, CDCI3) : 6 7.64 (d, J = 9.6 Hz, IH), 7.39 (d, J = 8.7 Hz, IH), 
10 7.01 (d, J = 2.4 Hz, IH), 6.96 (dd, J = 8.7, 2.4 Hz, IH), 6.28 (d, J = 9.6 Hz, IH), 5.24 
(s, 2H), 3.49 (s, 3H)o 

#%^J4 2 

3- (4-;'< h^^p? h:3p^-2-ti FD:3pS/:7 3i-;i/) rT'D^^^^^^;!/ 
15 a:::?^^;!/ 



T;l/ZI>g^^T^ 7jC^'fhr»- h U A (46.9 g ; 63.1%, in oil) <Dlfm9- h ^ 
t Fd:7^> (THF ; 3 0 0ml) iz, ^mT. m^ic^^y^-JV (6 0m 

1) ^v^Tbv o^mm^vt^o Kjit^mmi^. yKmr. ##^ii4 i 

20 l^mM b tc^^h-^OMTk THF (1000m 1 ) Xm^K^^ ^ J —)y (100ml) 
^— '>A7iC«*5j;tK7j<^^!Px.^ W^S^^Mbfeo 7RjS*2N:^^7j<^?t 




COOCH. 



13 
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m (100.2 g) §f#feo 

T L C : R f 0.38 (^^-y-V : 2:1); 
N M R (300 MHz, CDCI3) : d 7.92 (d, J = 16 Hz, IH), 7.39 (d, J = 8.5 Hz, IH), 
5 6.62 (dd, J = 8.5, 2.2 Hz, IH), 6.54 (d, J = 2.2 Hz, IH), 6.51 (d, J = 16 Hz, IH), 6.01 
(s, IH), 5.17 (s, 2H), 3.81 (s, 3H), 3.47 (s, 3H)o 

^mm 4 3 

10 ai;;^^;!/ 



##^0 4 2-r'M3tbfefh^t; (45.0 g) ox^^^-yr^j^mm (4.2 

wet) (D?^^^—j]y (5 0 0ml) mwi^. yKmmmwT. mui^imm 
15 bfeo ^m^mmvxiiAy(DmmM^m-r^um.^t^ (92.1 g) ^^#^0 

T L C : R f 0.47 (^^1^> : mm^^?\y= 3:2) ; 

N M R (300 MHz, CDCI3) : 6 7.24 (s, IH), 6.97 (d, J = 8.2 Hz, IH), 6.61 (d, J = 
2.5 Hz, IH), 6.57 (dd, J = 8.2, 2.5 Hz, IH), 5.13 (s, 2H), 3.69 (s, 3H), 3.46 (s, 3H), 
2.84 (t, J = 6.1 Hz, 2H), 2.69 (t, J = 6.1 Hz, 2H)o 

20 

##^J4 4 

3- (4-p< h^->^ h V y Jlitu ^ ^ :i,-;]y) 




13 
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COOCH 



■3 



r;i/rf >g^T^ 4 3 X^m^ b fe<b^% (82.8 g ) *s J; t;^^ If U > 

(33.5m 1 ) (DM^hyi (300ml) ^^{c. ^K^&Ts h U y)Vitu^ 

i$'>x;v5}s>^ (63.8ml) =&?iSTU 1 o^^if:#Lfeo 

M'fb^ (i2i.8g) ^f#feo '^(^f\.fdm.mMtMm•r^z.t.t^.<}k(DRJ^^ 

T L C : R f 0.65 (^=3p-y-> : WM:^^)V= 2:1) ; 
10 N M R (300 MHz, CDCI3) : 6 7.24 (d, J = 8.4 Hz, IH), 7.04-6.96 (m, 2H), 5.16 (s, 
2H), 3.68 (s, 3H), 3.47 (s, 3H), 2.98 (t, J = 7.5 Hz, 2H), 2.63 (t, J = 7.5 Hz, 2H)o 

###04 5 

15 ai:^?^;^ 



##^j4 4T»^5abfe>fb^^ 1, I'-tr;^ (i^y:r^-)vy:ty^-7^^) 

:7 3in:c-fe>' (7.65g-) , mM-^V^I^ (I69.0g) j3 cfcl^W^^-^^S^^r^A (H) 
(21.55g) <D^7jcDMF (4 0 0ml) mm^. -^Yb^i^^^^^H^Ts 

20 9 o^cx2Bmmw\^t^o Mj?ss^^-fe^-r h (^^^^) ^aau 
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>t?sig^bTij^T®^'i4fit^wr^^M^b^% (51.4 g) -^m^o 

TLC : Rf 0.34 (^^-y-V : Wm.:^=^}V= 1:1); 

N M R (300 MHz, CDCI3) : 6 7.71 (d, J = 2.7 Hz, IH), 7.24 (d, J = 8.7 Hz, IH), 
7.17 (dd, J = 8.7, 2.7 Hz, IH), 5.20 (s, 2H), 3.67 (s, 3H), 3.49 (s, 3H), 3.27 (t, J = 7.6 
Hz, 2H), 2.68 (t, J = 7.6 Hz, 2H)o 

»#^J 4 6 



3 -)f^=f-n/^^ir^)\y (60.8 g) ■^^rf^:yV)\y^^lyT ^ly's^M. (112.7 
g) (Z)fc°U$^> (5 0 0ml) ^M^s 8 0°C-e2^^^#Lfeo UMmk 

J:t;fiSfn:ft^7j<i?^5fe#u mm.irY^)^2^-xwm^. mm\^'c\xr(Dmm% 
^^-r^mm\i-^m ( 1 3 4 g) *#feo 

T L C : R f 0.85 (n-^^^p-f-V : i^^3^5^;i/= 9 : 1 ) o 

##^J4 7 

N-^>$^;i':t=3p^-N- (3-^5^;i/-l- (3, 5 -S^p<5=-;P7:cr:;i/) 
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'TJldtymMTs 5 -7^D^-m-^S/lx> (75 g) ©THF (575 
ml) n->^5^;i/Ug=-e7A (2 3 5ml) ^-7 S'C^m^. im 

^^#bfeo##^J4 6-eM3ibfe'fb^i^(29.8g) (D h;vaz>(3 3 8ml) 
5 -^Uly hV'7;V:tO h'i^ni^;!/^:— (5 1ml) ^M^P^. 3 

^rc5=-;i/ (SOnil) ^inx.fco f#^tLfeJ^^*^^i^^j::5^;i//^^-y->-e 
3 g) ^t#:^o 

TLC : Rf 0.72 (n-^dri^> : #^3^5^;!/= 9 : 1) ; 
N MR (300 MHz, CDCI3) : 6 7.20-7.00 (m, 5H), 6.96 (s, 2H), 6.91 (s, IH), 4.67(m, 
IH), 4.61 (d, J = 15.3 Hz, IH), 4.53 (d, J = 15.3 Hz, IH), 2.32 (s, 6H), 1.80-1.57(m, 
15 3H), 0.95 (d, J = 6.6 Hz, 6H)o 

m^m 4 8 

3-p<^;i/-l- (3, 5-^^p<g^;i/7az-;i/) :^^jvt5,> • mmM 




721 



wo 03/016254 



PCT/JP02/08120 



#%^J4 7T-Magbfe>fb-^i^ (1 2 g) ( 1 2 0ml) mm 

5 I^ToMM^^t-^I^M^b^ti (7.5 g) ^f#feo 

T L C : R f 0.50 n D : p< y — ;i/= 9:1) ; 

N MR (300 MHz, DMSO-d«) : 6 8.32 (br, 3H), 7.11 (s, 2H), 6.98 (s, IH), 4.07 (m, 
IH), 2.23(s, 6H), 1.74-1.66 (m, 2H), 1.31 (m, IH), 0.88 (d, J = 6.6 Hz, 3H), 0.86 (d, J 
= 6.6 Hz, 3H)o 

10 

##^J4 9 

(2R) -3 -Tif-2 -:7a.-;V-4- (3, 5 :i^-J]y) f 




15 3, 5-i^^5^;i/'-<>XT;i/5=-*ti F (30.0g) . (R) -:7 3^-;i/^i;Syy 
(30.7g) ©h;^^^^ (2 0 0ml)^^. 7jc^^^^g*b>&:A5e. 3^ 
M^bfeo MjJS^^S^aiibTs OTOWfit^Wf ^^M<b-^tJ (59.7 
g) ^f#;feo 

TLCrRf 0.69 (n-^:^-y-> : i^^ai5^;i/=4 : 1) o 

20 

###|J 5 0 

(2R, 4R) -3-:7'if-2-7 3i-;i/-6-p<^;i'-4- (3, 
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p?^;i/:7 3i-;i/) - e -j^i^- -mmM 




T;^r^■>g^^T^ (40.8 g) 0^7KTHF (8 00ml) mm 

:^:^X7K^ST^ 3-^uti-2 -^^Jl^- 1 -rD^> (60,8g) ©Mc 
5 THF (4 5 0ml) §?®TU ^K^&TT- 1 immM^hX. 
^fU-^- (Grignard) S^^^Mjgbfeo 

T;^=^■>g^^T^ ##^J4 9-?rM3tbfeYb^tlcD^7j< h;i/a:i> (3 0 0m 
1) mmi^. lkM/^m~f. VV-^- (Gngnard) MM (0.5M ; 1120m 1 ) 

A-^mm^. m^htdo mm<Dmm:r.^jv (soomi) mmi^. ymr. 
4Nmmxt^:t^^> (loomi) ^m^Tzo mm^mmi^. -(vyu?-^ 
y—)\y-^^^y-^mm^\^x\irf(Ds^mu^m'r^mmh-^m (6o.9g) ^ 

15 f#feo 

TL C : Rf 0.80 (n-^^iJ-> : i^^ai5^;i/= 1 : 2) ; 
NMR (300 MHz, CDCI3) : 6 9.52 (brs, 2H), 139-1.2Q (m, 5H), 6.94 (s, 2H), 6.81 
(s, IH), 5.44 (brs, IH), 4.70 (s, IH), 4.63 (s, IH), 4.40-4.20 (m, 2H), 4.14 (m, IH), 
3.83 (m, IH), 3.11 (dd, J = 14, 4.4 Hz, IH), 2.94 (dd, J = 14, 11 Hz, IH), 2.17 (s, 6H), 
20 1.49 (s, 3H)o 



##^J5 1 
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(IR) -3-p<g^;i/- 1- (3, 5-i^^^jvy:j:.-)i) 




#%^j5 o-^mmLrz^h-mo (33.og) :^^v^m^h&^ (iv) (4.6og) © 

oz^y— ;V (3 3 0ml) 7j<^:«^X#H^T. 6 0°CT4 0 B#P^^ 

(7.30 g) ^f#fco 

TLCrRf 0.30 (^^ D D7j^;^A : p< 3^ y — ;i/= 9 : 1 ) ; 
N M R (300 MHz, DMSO-d^) : 6 8.41 (brs, 3H), 7.11 (s, 2H), 7.01 (s, IH), 4.10 (m, 
IH), 2.27 (s, 6H), 1.82-1.66 (m, 2H), 1.31 (m, IH), 0.86 (d, J = 6.6 Hz, 3H), 0.82 (d, 
J = 6.6 Hz, 3H)o 

###{| 5 2 




-TJVol'ym^Ts 5 -yWE-m-^iyly^ (5.55s) ®THF (6 0ml) 

mmiz. -7 8°cTn--:/^j)yv^^A (17.8ml) ^iax.. immm^vtco 
^mm&i^^h^\i\^u\^^y-4-:t> (2.0 g) ^m^. ^^^33^^^ 
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#bfeo Rmm^i:^7K^M:^. mm^^jvT^mmi^tzo :^mm^7K^xxj^m 

5 TLC : Rf 0.51 : ii-^^-^>= 1 : 1) ; 

N M R (300 MHz, CDCI3) : 6 7.10 (s, 2H), 6.93 (s, IH), 3.99-3.82 (m, 5H), 2.34 
(s, 6H), 2.23-2.11 (m, 2H), 1.72-1.63 (m, 2H)o 

##^J5 3 

10 N- (4- (3, 5-i>;i^;]y-7 3i—;v) 7^?— t: K D t!^ >- 4 — r;i/) - 



##M5 2t!S?abfe<b^tl (1.51 g) CD^DDT-fe h-h U;!/ (5ml) 
*5J;tJ<^W^ (1 0ml) 7mr. mm (3m) ^f^o< 

n— \^1^>=1 : 3) xmm\.X. JiJI.T0t;14«^Wr^^M^b^ 
20 tJ (2 8 Smg-) ^#feo 

TLC : Rf 0.54 (Mm^^J^ : n-^^-y->= 1:1); 

N MR (300 MHz, CDQs) : 6 6.98 (s, 2H), 6.90 (s, IH), 6.76 (bs, IH), 4.02 (s, 2H), 

3.89 (dt, J = 12.0, 3.3 Hz, 2H), 3.72 (dt, J = 12.0, 2.1 Hz, 2H), 2.42-2.34 (m, 2H), 
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2.32 (s, 6H), 2.29-2.13 (m, 2H) o 

»#^0 5 4 

N- (4- (3, 5-^^5^;i':7in;i') t if^ 4 — f;!/) t 

5 ^> 



#%1?i|5 ST^^gbfe-fh-^tl (2 5 Omg) (2ml) 

wmk (0.4ml) mmiz.^ ^it^uT (8i.2mg) ^m^. 7 o^cv—mm 

^(16 Omg) ^f#feo 

TLC : Rf 0.54 (^^$^y— ;i/ : ^DD7fc;i/A= 1 : 5) ; 
N M R (300 MHz, CDCI3) : 6 7.07 (s, 2H), 6.90 (s, IH), 3.92 (dt, J = 11.4, 2.4 Hz, 
15 2H), 3.79 (dt, J = 11.4, 4.2 Hz, 2H), 2.34 (s, 6H), 2.24-2.13 (m, 2H), 1.68-1.60 (m, 
2H)o 

^^J3 2 

3- (2- ( (3-^5=-;V-l- (3, 5-i^^5=-;i/:7ai::i;i/) ^^JV) 
20 ;w^^-^;i/) y°uj-^>m^^^v:cxy^;]y 
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COOCH, 




10 



15 



###ij4 si^m^htc^h-^ (1.00s) s ##^J4 s-rM^gbfe-fb-^ (9 

3 0mg) ^ 1 -ai5=-;i/-3 - [3- 7 ) y°ti}fJVl itjj]/yi^ 

i^-^^]^ (1.36 g) . 1 -b FD:3p.>^>v' IJ;7^^/_;^ (9 5 Smg) 
XJ^N-;^^JV^JV^^V> (1.6ml) ^DMF (14ml) ^^^^^^"^3^ 

mm^t^!^ (1.29 g) ^mzo 

T L C : R f 0.84 (^dr-y-> : i^^a:i5^;i/= 1:1); 
NMR (300 MHz, CDCI3) : 6 7.16-7.12 (m, IH), 7.04-6.98 (m, 2H), 6.96 (s, 2H), 
6.89 (s, IH), 6.40 (d, J = 9.0 Hz, IH), 5.20-5.10 (m, 3H), 3.62 (s, 3H), 3.46 (s, 3H), 
3.00-2.90 (m, 2H), 2.65-2.55 (m, 2H), 2.31 (s, 6H), 1.80-1.60 (m, 3H), 0.98 (d, J = 
6.3 Hz, 3H), 0.97 (d, J = 6.3 Hz, 3H)o 

^^J3 3 

3- (2- ( (3-^^)]y- 1- (3, 6-S^^^)Vyz^-;]y) y^'Ji') tl 

;w^'^-r;i/) -4- (4-^^;i/^>$^;i/:^=^rS>') 7 3i-;i/) yu^^ym^ 
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TLC : Rf 0.61 (n-^dp-y-y : T-fe h>'=2 : 1) o 



mmms 3 (1)^33 (2 d 
10 mmm3 3 (p 

3- (2- ( (3 -^5=-;!/- 1- (3, 5 -S^p<5^;P7rcr:;i.) y'^jv) 

o 
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TLCrRf 0.26 (n.-^=^V-> : WFm^^J^= 4 : 1) o 
^^03 3 (2) 

3- (2- ( (3-p<5=-;v- 1- (3, 5-s^^5^;i/7a^-;i/) r^g^;!/) itj 



TLC:Rf 0.41 : mM:^^Jl= 3 : 1) o 

10 ilife#iJ3 3 (3) 

4 - (2 - ( (IR) -1- =c-^J)yit3;w^^-(jV) 



NC 





TLC:Rf 0.69 (n-^=3ptl-> : #^jz5^;p= 1 : 1) o 
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^#0 3 3 (4) 

3- (2- ( (3-?^^;V- 1- (3, 5-i^^5^;i/7ic-;i/) y^j]^) tt 

;w\'^-r;v) -4- (2-^ h^s^^>$^;v;^-^5>') :7 3:n;i/) :7°D^-^>^ 

o 




T L C : R f 0.53 (n-^=3p-y-> : @^^rc5^;i/= 2 : 1 ) o 
^ite#ll3 3 (5) 

10 3- (2- ( (3-p<^;v-l- (3, 5-i^^5^;V7ain;v) ':r^)]y) 
;wt^-r;v) -4- (2 -^nD^v^^;^:^^^/) y:^-;]/) yti7i>m^ 



o 
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TLC :Rf 0.53 (n-^:^V> : mm^^J\y= 2 : 1) o 

mmm 33(6) 

4- (2 - ( (IR) -1- (-^y^U^- 1-^)1,) ai5^;i.;?3;WN"^-r;i/) 
-4- (2-t^'rjy:j^J^-» yj^-J\y) y'^>m^^J\y:r.Xy^J\y 




TLC : Rf 0.47 (n-^^1)-> : ®^^a^5=-;i'= 1 : 1) » 

mmm 33 a ) 

4 - (2 - ( (IR) -1- (±yd^u>-l fj]y) x.^;\y±ij]yj^^^;v) 

-4- (2-7^^^:7 31^:3^$^) :7a.-;i/) •y^>m^^JV:i:,y,y^;\y 




TLC : Rf 0.43 (n-^:3p-y-> : |^^a^5^;i/= 1 : i) „ 

mmm 3 3 r s 
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4 - (2 - ( (IR) -1- (:h:7^i/>- 1 — f 3^5^;v:^;wt^-r;i/) 
-4- {^-y)\y^uy:j^J^i/) y n^-jv) y^>m.^9-?ly:i:-Xy^J]/ 




T L C : R f 0.85 : i^^cn5^;i/= 1 : 1 ) o 

^^J3 3(9) 

4-(2-((lR)-l - 1— r;V) 3L^JVi3)W^^^ JV) 




10 TLC : Rf 0.64 (n-^^1^-> : i^^3^5^;i/= 1 : 1) o 
g||ffi^J3 3(10) 

4- (2 - ((IR) -1- (i-y^u>-i — r;v) □::5=-;i/:t?;wN-^-i';v) 
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F 



TLC:Rf 0.67 (n-^^V-> :mm:^9-J]y=2 : 1) o 

mmm 33 ( 1 1 ) 

4 - (2 - ( (IR) -1- (i-y-$^u>-l--C)]/) jv) 




TLC : Rf 0.34 (n-^^-y-> :mm:^^)l^= 1 : 1) o 



3-^5^;i/-l- (3, 5-i^^9-JVya^—;]/) y 




mmms 3(12) 

3- (2- ( (IR) - 
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TLC : Rf 0.86 (n-^^i^> : W^a:^^;i/= 1 : 1) o 

mmm 33 ( 1 3 ) 

3- (2- ( (4- (3, 5 -5^^5^;i/7 3^n;i/) /I— t >- 4 - 

o 




10 



T L C : R f 0.36 (n-^^V-> : mM=^^J^= 2 : 1 ) o 

mmms 3 ci 4) 

3- (2- ( (4- (3, 5 -S^p<^;i/7 3^-;i/) /^-t Ho >- 4 - 
-f;W :*7;W'?^-r;i/) -4- (2 -^nn- 6 -7;i/;tD^>i^;i/:^=¥S>') 
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7 7°D>'^>^p<5^;i/3zx-5^;i/ 



o 




TLC : Rf 0.68 (n-^^-y-> : WM^^^^= 1 : 1) o 

5 mmms 3 ( i 5) 

3- (2- ( (4- (3, 5-i^;^^JVy ^—Jl^) 71— t KD >- 4 - 

pb;w^^-r;v) -4- (2, 3, 6- h U7;v;ro^>s^;v:t^sy) 
:7 3^r:;v) :7°n7'^>^p<^;i/3:^X5^;v 



o 




10 TLC:Rf 0.61 (n-^=^-y-> : i^^3i5^;V= 1 : 1) o 



^#113 3(16) 

3- (2- ( ( (IR) -3-pi5^;V-l- (3, 5-^^p<5=-;i/7rc-;i/) 
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mmm3 s (id 

3- (2- ( ( (IR) (3, 5-i^^9^;i/7 3.n;i/) 

:t>;wt^-r;v) - 4- (2 -^J'nn- 6 -:7;i':^D-^>i^;i/;^dp^) 



o 




TLC:Rf 0.41 (n-^:^•t^> : |^^:ii5^;i/= 2 : 1) 
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:^J3 3(18) 

3- (2- ( (4- (±y^]y>- 1 — f;!/) 11 )<>nti°^>-4— r;i/) 




TLC:Rf 0.51 (n-^:3p-y-> : i^^a::5=-;i/= 1 : 1) 



3 3 (19) 



4- (2- ( (4- (rh7^57i/>- 1 — r;V) t Fn If ^ >- 4 — T;!^) 




T L C : R f 0.63 (n-^dr1^> : #^a:5^;i/= 1:1) 



13 3 (2 0) 
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4- (2- ( (4- (3, 5 3:-=.)]/) KDlf^>-4 - 




TL C : Rf 0.71 (n-^^"y-> : mM^^JV= 1 : 1) o 

mmm3 3(21) 

3- (2- ( ( (IR) -3-p<5^;i/- 1- (3, 5-i^^^J]yya^^JV) 
y'^JV) :^j;WN"^-r;^) -4- (2, 3, 6- h »;:7;i/:rn^>5^;i/:t:3p^) 



o 




TLC : Rf 0.53 (n— :mm^^)l=2 : 1) o 
^jfS^J3 4 
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3- (2- ( (3, 5-i^^^)Vy3^-J]y) y'^JV) 

^COOH 



TLC : Rf 0.69 : pi^J^y— ;i/=9 : 1 ) ; 

NMR (300 MHz, CDCI3) : 6 7.29 (d, J = 7.8 Hz, 2H), 7.22-7.18 (m, 3H), 
6.98-6.88 (m, 5H), 6.21 (d, J = 8.4 Hz, IH), 5.13 (q, J = 8.4 Hz, IH), 4.99 (s, 2H), 
3.00-2.90 (m, 2H), 2.69 (t, J = 7.5 Hz, 2H), 2.36 (s, 3H), 2.30 (s, 6H), 1.80-1.50 (m, 
10 3H), 0.97 (d, J = 6.3 Hz, 3H), 0.97 (d, J = 6.3 Hz, 3H)o 

mmm34 (p --34 (19 p 
^^j3 3 (1) -3 3 (2 1) x*mm\.tz4h-m!j^m\^^xmmm3 4h 

15 p 0mm5 4^rci±^ti^izmm-r^^h^^^m\^^x. mmms z^mM 
ms s^mmms 4 tmmomi'^^n^xiij.ro^t-^m^mcio 

mmm3 4 cp 

3 - (2 - ( i3-yi^;v- 1 - tiJW^'E-OV) - 4- (3 
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Y 



TLC : Rf 0.51 (^Dn5}^;i/A : ;i/=9 : 1) ; 

N M R (300 MHz, CDCI3) : 6 7.72 (s, IH), 7.66-7.60 (m, 2H), 7.49 (t, J = 7.8 Hz, 
IH), 7.39-7.23 (m, 5H), 7.17 (d, J = 8.1 Hz, IH), 6.97-6.89 (m, 2H), 6.47 (d, J = 8.4 
5 Hz, IH), 5.22 (m, IH), 5.05 (s, 2H), 2.94 (t, J = 6.8 Hz, 2H), 2.69 (t, J = 6.8 Hz, 
2H), 1.88-1.50 (m, 3H), 0.98 (d, J = 6.6 Hz, 6H)o 

CT^i|34 (2) 

3- (2- ( (3-^5^;i/-i- (3, 5-i^p<^;v:7rcn;i/) -fy 

^COOH 



T L C : R f 0.35 (^^ D D7f:;VA : ^ ^ ^ — ;i/= 10:1) ; 

NMR (300 MHz, CDCI3) : 6 1A3-133 (m, 5H), 7.17 (m, IH), 6.98-6.90 (m, 5H), 

6.24 (d, J = 8.4 Hz, IH), 5.14 (m, IH), 5.04 (s, 2H), 2.99-2.92 (m, 2H), 2.70 (t, J = 
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7.5 Hz, 2H), 2.31 (s, 6H), 1.80-1.53 (m, 3H), 0.97 (d, J = 6.6 Hz, 6H)o 

mmm3 4 o) 

3- (2- ( (3-^^;]y- 1- (3, S-S^p?^;!/^^:^!;!/) pi? 

^COOH 




TLC : Rf 0.38 {i^tJU^JVA : ^^S^y~;i/= 10:1) ; 
N MR (300 MHz, CDCl,) : 6 7.71 (s, IH), 7.62 (d, J = 7.8 Hz, IH), 7.61 (s, IH), 
7.49 (dd, J = 7.8, 7.8 Hz, IH), 7.17 (d, J = 7.8 Hz, IH), 6.97-6.87 (m, 5H), 6.40 (d, J 
= 8.4 Hz, IH), 5.15 (m, IH), 5.04 (s, 2H), 2.98-2.91 (m, 2H), 2.71-2.64 (m, 2H), 2.30 
(s, 6H), 1.82-1.53 (m, 3H), 0.97 (d, J = 6.6 Hz, 6H)o 

^#113 4 (4) 

3- (2- (±y^]y>-l-4J\y^^;]yi^;W^^^J\/) -A-y:t.y^t/ 
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COOH 




T L C : R f 0.47 UU^t^JVA : ^ 10:1) ; 

NMR (300 MHz, CDCI3) : 6 8.08 (d, J = 7.8 Hz, IH), 7.91-7.79 (m, 2H), 
7.58-7.39 (m, 4H), 7.36-7.06 (m, 5H), 7.02-6.90 (m, 3H), 6.27 (m, IH), 5.06 (d, J = 
5 5.4 Hz, 2H), 3.06 (t, J = 7.5 Hz, 2H), 2.77 (t, J = 7.5 Hz, 2H)o 

^^03 4 (5) 

3- (2- (1- (t^y^^^ lx>-2 --r;i/) 3:-^)\/ti))/n=^^ )\/') -A-y 

^COOH 



10 




TLC : Rf 0.47 (^J7DDJ}^;i/A : pi^J^y— ;i/= 1 0 : 1) ; 
NMR (300 MHz, CDCI3) : S 7.88-7.72 (m, 4H), 7.52-6.92 (m, IIH), 6.46 (d, J = 
7.5 Hz, IH), 5.46 (m, IH), 3.03 (t, J = 7.5 Hz, 2H), 2.75 (t, J = 7.5 Hz, 2H)o 1.67 (d, 
J = 6.6Hz,3H)o 

15 

mmm^ 4 (6) 
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3- (2- ( (3-p<^;v-l- 

XOOH 



TL C : Rf 0.48 : :^df 10:1) ; 

5 NMR (300 MHz, CDCI3) : 6 8.29 (d, J = 8.4 Hz, IH), 7.86 (d, J = 7.5 Hz, IH), 
7.78 (d, J = 7 J Hz, IH), 1.62-1.2S (m, 6H), 7.22-7.07 (m, 2H), 7.02-6.90 (m, 4H), 
6.27 (d, J = 8.7 Hz, IH), 6.10 (m, IH), 2.99 (t, J = 7.5 Hz, 2H), 2.71 (t, J = 7.5 Hz, 
2H), 1.97-1.90 (m, 2H), 1.78 (m, IH), 1.11 (d, J = 6.6 Hz, 3H), 0.99 (d, J = 6.6 Hz, 
3H)o 

10 

mmm2,A (?) 

3- (2- (4 2 -7a^:=:;i/^>5^;V) -4-7 

ji-;i/) :7°n7i>^ 





COOH 
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TLC : Rf 0.47 (J^^bp<^l/> : ^^y— ;i/=9 : 1) ; 
NMR (300 MHz, CDCI3) : 6 7.35 (t, J = 7.5 Hz, 2H), 7.30-7.10 (m, 7H), 7.00- 
6.90 (m, 3H), 6.73 (d, J = 2.7 Hz, IH), 5.85-5.80 (m, IH), 3.86-3.76 (m, IH), 3.40- 
3.28 (m, IH), 3.02-2.84 (m, 3H), 2.67 (t, J = 7.8 Hz, 2H), 1.65-1.35 (m, 3H), 0.86 
(d, J = 6.3 Hz, 3H), 0.84 (d, J = 6.3 Hz, 3H)o 

3 - (2 - ( (IR) -1- a:5^;v>5j;wt^-r 
-4- :7 3iy^5y) ytu-^^m. 

^COOH 



TLC : Rf 0.52 (^Dn5iN;i/A : p<^57y~;i,= 1 0 : 1) ; 
NMR (300 MHz, CDCI3) : (5 8.19 (d, J = 8.1 Hz, IH), 7.87 (d, J = 8.1 Hz, IH), 
7.81 (d, J = 8.1 Hz, IH), 7.68-7.42 (m, 6H), 7.28 (m, IH), 7.18-6.98 (m, 3H), 6.84 (d, 
J = 8.4 Hz, IH), 6.40 (d, J = 7.8 Hz, IH), 6.12 (m, IH), 3.08 (t, J = 7.5 Hz, 2H), 2.77 
(t, J = 7.5 Hz, 2H), 1.79 (d, J = 6.6 Hz, 3H)o 

mMm3 4 (9) 

3 - (2 - ( (IR) -1- (i-y^iyy- i-^ ai5^;i.p?j;W\'^-r ;)/) 
-4- yj:.-;]/) m.'iV^ 
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TLC : Rf 0.52 : p<^y— ;i/= 10:1) ; 

NMR (300 MHz, CDCI3) :6 8.17 (d, J = 8.1 Hz, IH), 7.87 (m, IH), 7.81 (d, J = 
8.1 Hz, IH), 7.60-7 Al (m, 6H), 7.28 (m, IH), 7.04-6.90 (m, 4H), 6.35 (d, J = 8.4 Hz, 
5 IH), 6.11 (m, IH), 3.13-3.02 (t, J = 7.5 Hz, 2H), 2.75 (t, J = 7.5 Hz, 2H), 1.79 (d, J = 
6.6 Hz, 3H)o 



mmm3 4 a o) 

3- (2- ( (IR) - l-:7ai-;i/j^5^;i/pb;w^^-f;i/) 
10 ;i/) :7°n;i>^ 




TLC : Rf 0.47 (Mbp<^l/> : p^^J'^— ;^=9 : 1) ; 
NMR (300 MHz, CDCI3) : 6 7.40-7.23 (m, 7H), 7.20 (d, J = 8.4 Hz, IH), 7.12 (t, 
J = 7.2 Hz, IH), 7.05 (d, J = 2.4 Hz, IH), 7.02-6.92 (m, 3H), 6.39 (d, J = 7.5 Hz, IH), 
15 5.28 (q, J = 7.5Hz, IH), 3.01 (t, J = 7.5 Hz, 2H), 2.73 (t, J = 7.5 Hz, 2H), 1.57 (d, J = 
6.9 Hz, 3H)o 
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^:^^J3 4(11) 

4- (2 - ( (IR) -1- ii-y^\y>- 1-4 Jly) 3:^^)V:fy)W%'e4 JV) 

r^^cooH 



5 




TLC:Rf 0.64 (i^-fbpi^VV : ^ — ;i/= 9 : 1 ) ; 
NMR (300 MHz, CDOs) : 6 8.19 (d, J = 7.8 Hz, IH), 7.86 (d, J = 7.5 Hz, IH), 
7.80 (d, J = 8.1 Hz, IH), 7.58-7.40 (m, 4H), 7.31 (t, J = 7.5 Hz, 2H), 7.20-7.06 (m, 
2H), 6.98-6.88 (m, 4H), 6.15-6.05 (m, IH), 6.01 (d, J = 8.1 Hz, IH), 2.85-2.70 (m, 
10 2H), 2.40-2.20 (m, 2H), 2.00-1.80 (m, 2H), 1.76 (d, J = 6.3 Hz, 3H) o 



rnmm^A (12) 

3 - (2- ( (IR) -1- (4-p<^;v:7j^-;p) )]y) 



15 




TLC : Rf 0.24 (n-^=35^-y-> : i^m3^5^;v= 1 : 1) ; 
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N M R (300 MHz, CDCI3) : 6 7.37-7.31 (m, 2H), 7.26-7.10 (m, 6H), 7.04 (d, J = 
2.1 Hz, IH), 7.00-6.93 (m, 3H), 6.29 (brd, J = 5.4 Hz, IH), 5.25 (m, IH), 3.05-3.00 
(m, 2H), 2.77-2.72 (m, 2H), 2.33 (s, 3H), 1.56 (d, J = 6.6 Hz, 3H)o 

5 mmm3 4 a 3) 

3- (2- (1- (4-y;]/:tuy ji^jvtijw^^^ ji) -4-y 



TLC : Rf 0.62 (m.ih^^]y> : ;i/=9 : 1) ; 

10 N M R (300 MHz, CDCI3) : 6 7.38-7.30 (m, 4H), 7.20 (d, J = 8.4 Hz, IH), 7.12 (t, 
J = 7.5 Hz, IH), 7.05-6.93 (m, 6H), 6.40 (d, J = 7.5 Hz, IH), 5.30-5.20 (m, IH), 3.00 
(t, J = 7.5 Hz;, 2H), 2.72 (t, J = 7.5 H z, 2H), 1.55 (d, J = 6.9 Hz, 3H)o 

15 3 - (2 - ( (iR) - i--r 1— r;v) :*?;wN*^-r;i/-4-7rc 




COOH 
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TLC : Rf 0.59 (i^'fbp^ 5^ > : ^^y— ;i/=9 : 1) ; 
NMR (300 MHz, CDCI3) : 6 7.40-7.30 (m, 3H), 7.30-7.20 (m, 4H), 7.15-7.05 (m, 
2H), 7.03-6.94 (m, 3H), 6.27 (d, J = 8.7 Hz, IH), 5.64 (q, J = 7.5 Hz, IH), 3.10 (t, J = 
5 7.5 Hz, 2H), 3.06-2.84 (m, 2H), 2.80 (t, J = 7.5 Hz, 2H), 2.76-2.62 (m, IH), 2.00- 
1.80 (m, lH)o 



mmm3 4 (i 5) 




TL C : Rf 0.54 (^nnAh;i/A : ^^y— ;i/= 10:1) ; 
NMR (300 MHz, CDCI3) : 6 7.40-6.94 (m, 13H), 5.92 (d, J = 8.4 Hz, IH), 4.22 
(m, IH), 3.05 (t, J = 7.5 Hz, 2H), 2.81 (t, J = 7.5 Hz, 2H), 2.70 (t, J = 7.8 Hz, 2H), 
15 1.93-1.78 (m, 2H), 1.27 (d, J = 6.6 Hz, 3H) o 
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mmms 4 (i6) 

3- (2 - ( (IR) -1- (4-^ hD7j^r:;i/) j:.^;]y±i;w^^^ Jl) 
-4 -:7 3^y dr5^:7rcn;i/) :rn/i>^ 

^COOH 




5 TLC : Rf 0.56 (i5^DD3}N;i/A : ^iS'^'— ;i/= 1 0 : 1) ; 

NMR (300MHz,CDCl3) = ^ 8.19 (d, J = 7.8 Hz, 2H), 7.53 (d, J = 7.8 Hz, 2H), 
7.40-6.94 (m, 8H), 6.66 (d, J = 7.2 Hz, IH), 5.33 (m, IH), 2.99 (t, J = 7.2 Hz, 2H), 
2.73 (t, J = 7.2 Hz, 2H), 1.59 (d, J = 7.2 Hz, 3H)o 

10 mmm 34 (i 7 ) 

3- (2-i^7ai-;i/^5^;i/:^;w\'^-i';i/-4-7^y^$/>^az-;i/) 




TLC : Rf 0.55 (^DD3fc;i/A : yi^j^;]y= 10:1) ; 
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NMR (300 MHz, CDCI3) : 6 7.44-6.93 (m, 18H), 6.71 (d, J = 8.1 Hz, IH), 6.42 
(d, J = 8.1 Hz, IH), 3.02 (t, J = 7.2 Hz, 2H), 2.72 (t, J = 7.2 Hz, 2H)o 

^lfe^J3 4 (18) 
5 3- (2- ( (3-^^)]y- 1- (3, 5-P^^;vy 

^COOH 




TLC : Rf 0.57 (^DD5fc;i/A : ;i/= 10:1) ; 

NMR (300 MHz, CDCI3) :d 7.39-7.09 (m, 5H), 7.05-6.87 (m, 6H), 6.21 (d, J = 
10 8.4 Hz, IH), 5.13 (m, IH), 3.06-2.92 (m, 2H), 2.72 (t, J = 7.8 Hz, 2H), 2.29 (s, 6H), 
1.81-1.50 (m, 3H), 0.97 (d, J = 6.3 Hz, 3H), 0.96 (d, J = 63 Hz, 3H)o 

mmm 34 (19) 

3- (2- ( (IR) -1, 2, 3, 4-y^h^\i}'Ui-y^Uy- 
15 JV) :t?;w?^-r;i/-4-7a^y ^^S/^ic-;!/) :7°d/i>^ 
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TLC : Rf 0.52 (^utJ-^JlA : ^d^^— ;i/= 10:1) ; 

N M R (300 MHz, CDCI3) : 6 7.38-6.92 (m, 12H), 6.25 (d, J = 8.4 Hz, IH), 5.35 

(m, IH), 3.10 (t, J = 7.2 Hz, 2H), 2.90-2.71 (m, 4H), 2.14 (m, IH), 2.01-1.78 (m, 3H) o 

5 

^^J3 4 (2 0) 

3 - (2 - ( (IR) -1- (1, 1' -\fy^=-J]y-4-4J\y) 

^COOH 




10 TLC : Rf 0.52 (^nn3}K;VA : p«^y—;i'= 1 0 : 1) ; 

NMR (300 MHz, CDds) : 6 7.65-6.92 (m, 17H), 6.40 (d, J = 8.1 Hz, IH), 5.33 
(m, IH), 3.03 (t, J = 7.2 Hz, 2H), 2.80-2.70 (m, 2H), 1.61 (d, J =6.9 Hz, 3H)o 

mmm3 4(21) 

15 3- (2 - ( (IR) -1- (i-y^u>-i — r;i/) Ji5^;i/:^;w'^"^-f;i/) 
-4- (4-p<5=-;v:7x.y:^i^) 7i.r^;v) :7°n>'i>^ 
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TLC:Rf 0.50 (^UU:^J]/A : ^ 9 : 1) ; 
NMR (300 MHz, CDCI3) : iS 8.17 (d, J = 7.8 Hz, IH), 7.90-7.77 (m, 2H), 
7.59-7.41 (m, 4H), 7.21-7.07 (m, 3H), 6.98-6.80 (m, 4H), 6.29 (d, J = 8.1 Hz, IH), 
5 6.10 (m, IH), 3.04 (t, J = 7.2 Hz, 2H), 2.75 (t, J = 7.2 Hz, 2H), 2. 33 (s, 3H), 1.78 (d, 
J = 6.9Hz,3H)o 

^^J3 4 (2 2) 

3- (2- (S^Ty-:7ic-;i/:i?;WN'^-r;W -4-:7aiy:^^7ai-;i/) 
10 yu^-^ym 




CN 



T L C : R f 0.62 (mih^^U> : p< y — ;i/= 9:1) ; 
NMR (300 MHz, CD^OD) : d 7.58-7.54 (m, 2H), 7.48-7.28 (m, 6H), 7.13 (t, J = 7.5 
Hz, IH), 7.03-6.97 (m, 4H), 6.29 (s, IH), 2.97 (t, J = 7.2 Hz, 2H), 2.57 (t, J = 7.2 Hz, 
15 2H)o 
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mmm3 4 (23) 

3- (2- ( (3-^5^;v-l- (3, 5 -^^p<5^;i/7 3i-;i/) ^ 

^COOH 




5 TL C : Rf 0.61 (:^'fb^5^1/> : ;v= 9 : 1) ; 

NMR (300 MHz, CDCI3) : 6 7.40-7.32 (m, 2H), 7.18-7.12 (m, IH), 7.10-7.02 (m, 
2H), 6.96-6.88 (m, 5H), 6.27 (d, J = 8.4 Hz, IH), 5.14 (q, J = 8.4 Hz, IH), 4.98 (s, 
2H), 3.00-2.90 (m, 2H), 2.75-2.65 (m, 2H), 2.30 (s, 6H), 1.80-1.50 (m, 3H), 0.97 (d, 
J = 6.3 Hz, 3H), 0.97 (d, J = 6.3 Hz, 3H)o 

10 

mmm3 4 (24) 

3- (2- ( (3-^^;i/-l- (3, 5 y^jl,) ^ 
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TLC:Rf 0.63 (J^-fh^^^W : y — ;i/= 9 : 1) ; 
N M R (300 MHz, CDCI3) : 6 7.70 (d, J = 7.5 Hz, IH), 7.63 (dd, J = 4.8, 1.2 Hz, 
2H), 7.50-7.40 (m, IH), 7.18 (d, J = 8.7 Hz, IH), 7.02-6.94 (m, 4H), 6.90 (s, IH), 
6.36 (d, J = 8.4 Hz, IH), 5.23 (s, 2H), 5.15 (q, J = 8.4 Hz, IH), 3.00-2.90 (m, 2H), 
5 2.75-2.65 (m, 2H), 2.30 (s, 6H), 1.85-1.50 (m, 3H), 0.98 (d, J = 6.6 Hz, 6H)o 

mmms 4 (25) 

3- (2- ( (3 1- (3, 5 -i>^p<5^;V7rc-;i/) y^jl.) -fy 



10 




TLC : Rf 0.51 (^UU-^JIA : ;i/= 10:1) ; 

NMR (300 MHz, CDCI3) : 6 7 AO (d, J = 7.2 Hz, IH), 7.31 (m, IH), 7.17 (m, IH), 
7.04-6.87 (m, 7H), 6.22 (d, J = 8.4 Hz, IH), 5.14 (m, IH), 5.08 (s, 2H), 3.84 (s, 3H), 
3.02-2.90 (m, 2H), 2.71 (t, J = 7.5 Hz, 2H), 2.31 (s, 6H), 1.83-1.52 (m, 3H), 0.97 (d, 
15 J=6.0Hz,6H)o 



p<5^;v-l- (3, 5 -i:^pi5^;V7rc-;v) y^^jv) ^ 
(2-iJ7nD^>i^;i/:^dpsy) y^^-j]/) yu^-^>m. 



mmms 4 (26) 

3- (2- ( (3- 

;W'?^-r;i/) -4- 
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TL C : Rf 0.56 (i^uxn-^JVA : ^^y— ;v= 10:1) ; 
NMR (300 MHz, CDCI3) : 6 7.51 (m, IH), 7.40 (m, IH), 7.33-7.23 (m, 2H), 7.18 
(m, IH), 7.00-6.87 (m, 5H), 6.23 (d, J = 8.7 Hz, IH), 5.20-5.10 (m, IH), 5.15 (s, 2H), 
5 3.02-2.89 (m, 2H), 2.70 (t, J = 7.5 Hz, 2H), 2.31 (s, 6H), 1.83-1.52 (m, 3H), 0.98 (d, 
J = 6.3 Hz, 6H)o 

^M#I3 4 (2 7) 

3- (2- ( (3 1- (3, Q-i^jA^-JVya^^.;]/) y^jv) tl 

10 -4- (2-7^^;v^>i^;i/:t^^>') 7^n;v) rn7i>^ 

^COOH 




TLC : Rf 0.55 (^Dn3j^;VA : ;i/= 10:1) ; 

NMR (300 MHz, CDCI3) : 6 7.56 (m, IH), 7.44-7.30 (m, 8H), 7.11 (d, J = 8.1 Hz, 

IH), 6.95-6.77 (m, 5H), 6.17 (d, J = 8.4 Hz, IH), 5.13 (m, IH), 4.91 (s, 2H), 2.99- 
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2.87 (m, 2H), 2.68 (t, J = 7.5 Hz, 2H), 2.30 (s, 6H), 1.83-1.50 (m, 3H), 0.97 (d, J = 
6.3 Hz, 6H)o 

^^J34 (2 8) 

5 3- (2- ( (3-^^)1-1- (3, 5 -S^p^5^;i/:7rc-;i/) y^-JV) ti 

XOOH 



TLC : Rf 0.57 (^DDA|^;l/A : ;A^^'-Jl'= 10:1) ; 
NMR (300 MHz, CDCI3) : 6 7.36 (d, J = 7.2 Hz, IH), 7.30-7.14 (m, 4H), 
10 7.01-6.88 (m, 5H), 6.24 (d, J = 8.4 Hz, IH), 5.15 (m, IH), 5.01 (s, 2H), 3.02-2.90 (m, 
2H), 2.68 (t, J = 7.5 Hz, 2H), 2.36 (s, 3H), 2.30 (s, 6H), 1.83-1.53 (m, 3H), 0.98 (d, J 
= 6.3 Hz, 6H)o 

I^^J3 4 (2 9) 

15 3- (2- ( (3 1 - (3, 5 -S^p<5^;P7rc-;i.) y^^jl) 
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COOH 




TLC : Rf 0.50 (^Dn4^;i/A : ^^5^y— ;V= 9:1) ; 
NMR (300 MHz, CDCI3) : 6 7.50-7.42 (m, IH), 7.38-7.28 (m, IH), 7.23-7.04 (m, 
3H), 7.02-6.88 (m, 5H), 6.24 (d, J = 8.7 Hz, IH), 5.20-5.08 (m, IH), 5.11 (s, 2H), 
5 3.02-2.90 (m, 2H), 2.72 (t, J = 7.2 Hz, 2H), 2.31 (s, 6H), 1.84-1.50 (m, 3H), 0.98 (d, 
J = 6.3 Hz, 6H)o 



^^J3 4 (3 0) 

3- (2- ( (3-^^;v- 1- (3, 5-e^p<^;i/:7 3i— ;i/) y^-jv) 
10 ;w-^'^-r;i/) - 4- iA-:x.^)v^>t^)]y:^^^) ^3^=.)]/) yunym. 




TLC : Rf 0.50 (^DD/tc;i/A : p{^$7y~;i/= 9 : 1) ; 

NMR (300 MHz, CDCI3) : d 7.32 (d, J = 7.8 Hz, 2H), 7.25-7.14 (m, 3H), 

7.00-6.88 (m, 5H), 6.23 (d, J = 8.1 Hz, IH), 5.20-5.10 (m, IH), 5.00 (s. 2H), 3.02- 
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2.90 (m, 2H), 2.75-2.60 (m, 4H), 2.31 (s, 6H), 1.82-1.50 (m, 3H), 1.24 (t, J = 7.5 Hz, 
3H), 0.98 (d, J = 6.3 Hz, 6H)o 

5 3- (2 - ( (3 -p<5^;i/- 1 - (3, 5-S^p<g^;i/7rc-;v) y^)]/) ti 
;w?^-f;v) -4- (2 - h U7;i/:;rn^5^;i/^>i^;i/;^dp5y) ^ir^n;!/) 




TLC : Rf 0.50 (^DD7}^;^A : ^^577— ;i/= 9 ; 1) o 

10 

^#IJ3 4 (3 2) 

3- (2- ( (3-^^)1^-1- (3, 5->:^p<^;i/:7rc-;i/) i:/^;!/) it] 
JW^^^J]/) -4- (2, 3 h=3p$^^>i^;i/;r=^$/) rn 
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TLC : Rf 0.50 (^7UU^;iA : ^^J—)]/=^Q : 1) ; 
NMR (300 MHz, CDCI3) : ^ 7.17 (d, J = 7.8 Hz, IH), 7.12-6.88 (m, 8H), 6.27 (d, 
J = 8.7 Hz, IH), 5.20-5.08 (m, IH), 5.09 (s. 2H), 3.88 (s, 3H), 3.86 (s, 3H), 3.02-2.90 
5 (m, 2H), 2.71 (t, J = 7.2 Hz, 2H), 2.31 (s, 6H), 1.84-1.50 (m, 3H), 0.98 (d, J = 6.6 Hz, 
6H)o 

mmms 4 (3 3) 

3- (2- ( (3-p<5^;i/- 1- (3, 5-i^p<^;i/7:n-;i/) y'^jv) ti 
10 ;wt^-r;i') -4- (2, 6 -s^^5^;v^>^;i/;?l-:3F..» :7 3^-;L') ro^i 




T L C : R f 0.54 UU-^JVA : ^ y — ;i/= 10:1) ; 

NMR (300 MHz, CDCI3) : 6 7.28-7.13 (m, 3H), 7.12-6.95 (m, 3H), 6.94 (s, 2H), 
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6,90 (s, IH), 6.29 (d, J =8.7 Hz, IH), 5.15 (m, IH), 5.01 (s, 2H), 3.03-2.92 (m, 2H), 
2.72 (t, J = 6.9 Hz ,2H), 2.38 (s, 6H), 2.30 (s, 6H), 1.82-1.55 (m, 3H), 0.97 (d, J = 6.3 
Hz, 6H)o 



5 mmm 34 (34) 

3- (2- ( (3-p<^;i/-l- (3, 5-i^^^j]yy:c—j\y) 

^COOH 




TL C : Rf 0.50 (^Dn>J^;i/A : pi^J^y— 9 : 1) ; 
10 N M R (300 MHz, CDCI3) : 6 7.42 (s, IH), 7.34-7.22 (m, 3H), 7.21-7.14 (m, IH), 
6.97-6.88 (m, 5H), 6.26 (d, J = 8.1 Hz, IH), 5.20-5.10 (m, IH), 5.01 (s. 2H), 3.00- 
2.93 (m, 2H), 2.71 (t, J = 7.2 Hz, 2H), 2.31 (s, 6H), 1.84-1.50 (m, 3H), 0.98 (d, J = 
6.3 Hz, 6H)o 



15 mmm3 4(35) 

3- (2- ( (3-^5^;V-l- (3, 5 -:^^^;i/7ai:n;v) :/5=-;i/) ti 

;w"^^>f;i/) -4- (3-yj]y:tti^y^t^j]/:t^^) 7 ;v) yti^-^>m. 
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COOH 




T L C : R f 0.50 D d4^;1/A : — ;i/= 9:1) ; 

NMR (300 MHz, CDCI3) : 6 7.40-7.30 (m, IH), 7.21-7.10 (m, 3H), 7.07-6.98 (m, 
IH), 6.98-6.89 (m, 5H), 6.26 (d, J = 8.7 Hz, IH), 5.20-5.08 (m, IH), 5.04 (s. 2H), 
5 3.00-2.90 (m, 2H), 2.71 (t, J = 7.2 Hz, 2H), 2.31 (s, 6H), 1.84-1.50 (m, 3H), 0.98 (d, 
J = 6.3 Hz, 6H)o 



^^J3 4 (3 6) 

3- (2- ( (3-p<5=-;i/-l- (3, ^-t>^^)\,y:x^-)]y) y^}^) irj 
10 ;w^^-i';i/) -4- i3-hV'7)V:tu^^;v^>t^^i,:t^sy) :7 3in;i/) 




TLC : Rf 0.50 (i^DD7^c;i/A : ;i/=9 : 1) 
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^^J3 4 (3 7) 

3- (2- ( (3 -^^J]y- 1- (3, 5-i^^5^;v:7ni-;i/) y'^jl) ts 

;wN'^-r;i/) -4- (4- h U7;i/:^D^5=-;i/:^^i>'^>i^;v:^^s^) y:^ 



5 




TLC : Rf 0.50 (^nn5fc;i/A : ^^y— ;i/=9 : 1) o 



lljfe^J3 4 (3 8) 

3- (2- ( (3-p<^;V-l- (3, 5-S^^^;i/7a.n;i/) 
10 ;WA'^'f;i') -4- (4-'f v:7"Dtr;i/^>s^;i':t=^e^) 7 rD>'i 




TLC : Rf 0.50 (^nD4^;VA : pi^y— ;i/=9 : 1) o 
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mmm 34 (39) 

3- (2- ( (3-^5^;V-l- (3, 5 y^jv) in 



COOH 



5 




TLC : Rf 0.50 (^DD5it;i/A : ^iJ^y— ;i/=9 : 1) ; 
NMR (300 MHz, CDCI3) : 6 8.05-7.98 (m, IH), 7.94-7.84 (m, 2H), 7.60-7.40 (m, 
4H), 7.22 (d, J = 8.1 Hz, IH), 7.10-7.00 (m, 2H), 6.96-6.88 (m, 3H), 6.26 (d, J = 8.1 
Hz, IH), 5.47 (s, 2H), 5.20-5.10 (m, IH), 3.05-2.90 (m, 2H), 2.73 (t, J = 7.2 Hz, 2H), 
10 2.30 (s, 6H), 1.84-1.50 (m, 3H), 0.97 (d, J = 6.3 Hz, 3H), 0.96 (d, J = 6.3 Hz, 3H)o 

mkm^ 4 (4 0) 

3- (2- ( (3, 5-^p<9=-;V:7:iiri;i/) >^5^;i/) 

;w?^-r;i/) -4- (4-:/5=-;v^>^;i/::r=^i^) 7 rn^iv^ 
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TLC : Rf 0.50 (^57DD4^;VA : ^^S^y— ;V=9 : 1) 



m3 4(4 1) 



5 3- (2- ( (3-^9-J]y- 1- (3, 5 -i>?i^^J]y-7 :^-JV) ±f 



COOH 




10 



TLC : Rf 0.50 (^DD7i^;i/A : p<^y— ;i/=9 : 1) o 
iaSfe^j34 (42) 

3- (2- ( (3-p<^;i/-l- (3, 5-s^;^5^;V7^n;i/) r^j 
;W^^'f;v) -4- (4-:7 ^^^r:;!/) rn>''^>^ 
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TLC : Rf 0.50 (^^nD7f:;VA : ^^y— ;V=9 : 1) ; 
NMR (300 MHz, CDCI3) : 6 7.65-7.55 (m, 4H), 7.55-7.32 (m, 5H), 7.23-7.15 (m, 
IH), 7.06-6.86 (m, 5H), 6.24 (d, J = 8.4 Hz, IH), 5.20-5.08 (m, IH), 5.08 (s, 2H), 
5 3.03-2.92 (m, 2H), 2.72 (t, J = 6.9 Hz, 2H), 2.30 (s, 6H), 1.84-1.50 (m, 3H), 0.98 (d, 
J = 5.4Hz,6H)o 

I^^^J3 4 (4 3) 

3- (2- ( (3-^9-)]y- 1- (3, 5 -S^p<^;i/:7 y'^jv) -fy 




TLC : Rf 0.50 {^UU-^i-jVA : ?^^J—JV= 9 : 1) o 
^1^^13 4 (4 4) 
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3- (2- ( (3 -p<5^;i/- 1 - (3, 5-i>^^)]yy:^—)]y) :^ 




5 TLC : Rf 0.50 (^DD5^;VA : p<^y— ;i/=9 : 1) ; 

N M R (300 MHz, CDCI3) : d 7.36-7.18 (m, 3H), 7.10-6.88 (m, 6H), 6.27 (d, J = 
8.7 Hz, IH), 5.20-5.10 (m, 3H), 3.02-2.94 (m, 2H), 2.73 (t, J = 6.9 Hz, 2H), 2.31 (s, 
6H), 1.84-1.50 (m, 3H), 0.98 (d, J = 6.0 Hz, 6H)o 

10 mmm3 4 (45) 

3- (2- ( (3-^^;i/-i- (3, 5-s^^^;\yy:^=-)\^) ^^f-jV) 
;w-?^'i';i/) -4- (2, 5 -s^:7;i/::tD^>i^;i':r^i/) -y -rn 



COOH 
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TL C : Rf 0.50 (^UUTi^jVA : ^^y— ;i/= 9:1) ; 
N M R (300 MHz, CDCI3) : 6 7.25-7.16 (m, 2H), 7.10-6.90 (m, 7H), 6.28 (d, J = 
8.1 Hz, IH), 5.20-5.10 (m, IH), 5.09 (s, 2H), 3.05-2.90 (m, 2H), 2.72 (t, J = 7.5 Hz, 
2H), 2.31 (s, 6H), 1.84-1.50 (m, 3H), 0.98 (d, J = 6.3 Hz, 6H)o 

mmm3 4 (4 6) 

3- (2- ( (3-^5^;i/-i- (3, 5-s^p<5^;i/:7ai— ;i/) y^^jv) ij 
;w?^-r;i/) -4- (4-^DD^>s?;i/;r^-» yu^-^>m. 

^COOH 




10 TL C : Rf 0.50 (^j7nP7j^;i/A : ^i5^y— ;i/= 9 : 1) o 



^^03 4 (4 7) 

3- (2- ( (3-p<^;i/-l- (3, 5-i^p<g^;V7:cr:;i/) :/5^;i/) 

;w^^-r;i/) -4- (2 ->';i/;tD- 5 - h >; 7;i/;rDp?5^;v^>i^;i/:^=^ 

15 2^) 7 3^r:;v) :7°D/'^>^ 
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COOH 




TLC : Rf 0.50 (^uu-^JVA : ;V= 9 : 1) o 

mmM3 4: (4 8) 

3- (2- ( (3-pi^;i/-l- (3, 5-^p«5^;i/:7ic-;i/) y^j]y) ti 
;wN"^-f;v) -4- (2, 4-s^7;v:^D^>s^;i/:t^s^) :7 3:n;v) yu 



COOH 




TLC : Rf 0.50 (^DP5j^;i/A : ;i/=9 : 1) o 

^M^J3 4 (4 9) 

3- (2- ( (3-^5^;i/-l- (3, 5-i^p<^;v:7^r:;i/) ::/^;v) 
;w?^-r;v) -4- (3, 5 -s?p«5^;v^>s^;i/:^=3psy) :7rcii;i/) rn.''^ 
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COOH 




TLC : Rf 0.50 (^UU-^JVA : ^^y~;i/=9 : 1) 



mmm S4 c 5 o ) 

3- (2- ( (3-p«5^;i/-l- (3, 5-s^p<5^;i/:7 3.r^;i.) y'^jv) ^ 
;WN'^'f;i/) -4- (l-3^5^;v-3-p<5^;n^^\/— ;v-5— 

,COOH 




TLC:Rf 0.33 (n-^^V-> : mm:r,^J]^= 1 : 1) 



^gS^J 3 4 (51) 

3- (2- ( (s-^^;!/-!- (3, 5-S^;><^;i/7 3in;i/) 
;w'?^-r;i/) -4- (2 -7;i/:rp- 6 - h y :7;l/;rD^^;l/^>$;';l/:^:3^ 
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COOH 




TLC : Rf 0.57 (n-^dp-y-> ; ^m:^^Jl'= 1:1) 



3 4 (5 2) 



3- (2- ( (3-^^;i/-l- (3, 5-S^p<5^;i/7rc:n;i/) y^^jv) ti 
;wt^-Y;i/) -4- (2, 3-e^7;l/;^D^>^;l/::^^^$^) :7 3i-;i/) rrn 



COOH 




TLC : Rf 0.57 (n-^:3p-9-> : g^^ai5^;i/= 1:1) 



^ jfe^J 3 4 (5 3) 

3- (2- ( (3-;^5^;^-i_ (3, 5 -5^^ -;v) :;^5^;i/) ^ 
;WN'^-f';i/) -4- (2, 6 -S^>';i';^D^>S^;i/;r^^) 7ain;i/) 



770 



wo 03/016254 



PCT/JP02/08120 




TL C : Rf 0.57 (n-^dri^> : mm^'^J]y= 1:1) ; 

NMR (300 MHz, CDCI3+CD3OD) : 6734 (m, IH), 7.19 (d, J = 8.4 Hz, IH), 

7.03-6.85 (m, 7H), 6.28 (d, J = 8.4 Hz, IH), 5.15 (m, IH), 5.11 (s, 2H), 3.11-2.88 (m, 

2H), 2.69 (t, J = 7.1 Hz, 2H), 2.30 (s, 6H), 1.86-1.52 (m, 3H), 0.98 (d, J = 6.3 Hz, 

6H)o 

mmms 4 (54) 

3- (2 - ( (3-^^j]y-l- (3, 5-i^p<5=-;i/>'ai-;i/) y-^jv) 
;wt^-r;i/) -4- (2-^DD-4-:7;i';rn^>i^;i/;t^S>') y 3^:=.)\^) 




TLC : Rf 0.60 (n-^:ap-t?-> : g^^ai5=-;i/= 1 : 1) o 
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^^J3 4 (5 5) 

'3- (2- ( (3-^^)V- 1- (3, 5-i>^9-JUy:r.-jV) 7*5=-;!/) >?J 
-4- (3, 5—yyjV:;^u^>^;]/:t^ty) -73^-)]/) yx2 



5 




TLC : Rf 0.55 (n-^^aptf-V : WW.:^^)\y= 1 : 1) o 

mmrn 34 (56) 

3- (2- ( (3-p<5^;i'- 1- (3, ^-^J^^)],y3^~)]y) 7^^;i/) ti 
10 ;WN*^-r;i/) -4- (3, 5-ifx ( h ';:7;i/;rDp?g=-;p) 




TLC : Rf 0.59 (n-^^-y-> : i^^a::5=-;i/= 1:1) 
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mmms 4(57) 

3- (2- ( (3-^5^;i/-l- (3, 5-iP^^j]yy ill 
)]/;%=E^)]/) -4- (3, A-^Jy y 3^-)]/) yxi 



5 




TLC : Rf 0.60 (n-^^V> : mm^^Jly= 1 : 1) o 

mmm 34 ( 5 s ) 

3- (2- ( (3-^5^;i/-l- (3, 5-s^p<^;i/:7zc-;i/) y'^ji) i:j 
10 ;wt^-r;i/) -4- (3 - h u:7;i/;^-D^5=-;i/;r^^^>s^;i/:r^^) 173^ 




TLC : Rf 0.57 (n-^^'^> :Wm:^9-)\^= 1 : 1) o 
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mmm3 4 (59) 

3- (2- ( (3, 5-P^^;vy3^-;]y) y^jv) 



5 




TLC:Rf 0.55 (n-^=¥-y-> : #^a:5^;i/= 1 : 1) o 

mmms 4 (6 o) 

3- (2- ( (3-p<5^;i/- 1- (3, 5-$^^5^;i/:7 3iri;i/) ^ 
10 ;w\*^-i';v) -4- (2 h:3p$^±:7^i/>- 1 f;i/^5=-;i/;t^s^) :7 




TLC : Rf 0.50 (i?nD7lN;i/A : ;i/=9 : 1) 
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mmms 4 (6 i) 

3- (2- ( (S-^^)V- 1- (3, 5-S^p<9^;V-7 3i-;p) i:} 
-4 - (2, 3, 6- h U :7;v:^D^>^;i/:t=3f-i/) 7 




TLC : Rf 0.50 (^'nD4^;i/A : ;i/=9 : 1) ; 

NMR (300 MHz, CDCI3) :6 7.26-7.12 (m, 2H), 7.02-6.84 (m, 6H), 6.29 (d, J = 
8.7 Hz, IH), 5.20-5.10 (m, IH), 5.11 (s. 2H), 3.00-2.92 (m, 2H), 2.70 (t, J = 7.2 Hz, 
2H), 2.31 (s, 6H), 1.84-1.54 (m, 3H), 0.98 (d, J = 6.3 Hz, 6H)o 

10 

^^03 4 (6 2) 

4- (2- ( 1- (3, i:i 
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TLC : Rf 0.54 (^nD5^;i/A : ^^y— ;i/= 9:1) ; 
NMR (300 MHz, CDCI3) : 6 7.45-7.28 (m, 5H), 7.12 (d, J = 8.1 Hz, IH), 
6.99-6.86 (m, 5H), 5.89 (d, J = 8.4 Hz, IH), 5.14 (m, IH), 5.04 (s, 2H), 2.68 (t, J = 
7.5 Hz, 2H), 2.31 (s, 6H), 2.26 (t, J = 7.2 Hz, 2H), 1.96-1.48 (m, 5H), 0.98 (d, J = 4.8 
5 Hz, 6H)o 

^^J3 4 (6 3) 

4-(2-((lR)-l - (i-y^]y>-i-^ ;v) ^5^;i/:^;w\'^-r 

r^^cooH 



10 




TLC : Rf 0.46 (^7dD5}^;1/A : p^^S^y— ;i/= 10:1) ; 
NMR (300 MHz, CDCI3) : <5 8.23-8.13 (m, 3H), 7.87 (d, J = 8.1 Hz, IH), 7.82 (d, 
J = 8.1 Hz, IH), 7.59-7.42 (m, 4H), 7.06-6.92 (m, 4H), 6.12 (m, IH), 6.01 (d, J = 8.7 
Hz, IH), 2.88-2.76 (m, 2H), 2.37-2.29 (m, 2H), 2.00-1.88 (m, 2H), 1.79 (d, J = 6.6 
15 Hz, 3H)o 

mmms 4 (6 4) 

4 - (2 - ( (IR) -1- ai^;i/:i;;w\-^-r;i/) 

-4- (4-T^y y:c-;]y) -f^lym 
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r^cooH 




TLC : Rf 0.42 (i^DD5}^;i/A : 1 0 : 1) o 

4 (6 5) 

5 4-(2-((lR)-l - l--r;i/) )V) 

-4- (4-p<5^;i/x;i/5}N-;i':7 3iy f^-ym. 




TLC : Rf 0.43 (^DD7fc;i/A : ^^y— ;i/= 1 0 : 1) o 



10 3 4 (6 6) 

3- (2- ( (3-^5^;i/-l- (3, 5-S^^5^;i/7 3i— ;i/) 7'5^;i/) >?7 
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TL C : Rf 0.45 (^J^D D7f;;i/A : ;i/= 1 0 : 1) o 

mmm 34 ( e 7 ) 

3- (2- ( (3-p<5^;i/- 1- (3, 5-S^p<5^;i/7a^n;i/) y^jv) ^ 

;wN'-^-r;i/) -4- (i, 3 -s:^:^:^->^>3^>-4-'i';i/) p<g^;i/;*-^$/ 
:7 3in;i/) yuj-^i^M 




TLC : Rf 0.55 (^nD4^;i/A : ;i/= 1 0 : 1) o 
3 4 (6 8) 

3- (2- ( (3-p<5^;i/- 1- (3, 5-S^^5^;i/>'^r:;i/) jfj 
;w^^-r;i/) -4- (2, 4 :7a:^;i') 7°d71 
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COOH 




TLC : Rf 0.55 (^Ut2:^)VA : ?^^yf—;V= 10: 1) o 

mrnms 4(6 9) 

5 3- (2- ( (3-^^;i/-l- (3, 5-s^p<5^;i/7 3i-;i/) 




TLC : Rf 0.52 (i^Dnpj^;i/A : p<^y— ;i/= 1 0 : 1) o 

10 3 4 (7 0) 

3- (2- ( (3-p?5^;i/- 1- (3, 5-i^^5^;i/:7ic-;i/) i:?'^^;!/) 
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TLC : Rf 0.55 (i^DD3fc;i/A : j^^^~;],= 1 0 : 1) o 
^i^J3 4(7 1) 

3- (2- ( (3-p<5=-;i/-l- (3, 5-i^ji9-)]yy:^-;v) y^jV) ij 
;w^•^-f;l/) -4- (2, ^ y rrn/i 




TLC : Rf 0.53 i^UU7is)]y2^ : 1 0 : 1) o 

mmm 34 (72) 

3- (2- ( (3-^5=-;i/-l- (3, 5-S^^^;]yy:j^-)),) ^ 
;w\'^-r;i/) -4- (2->^;i/:^d-4- hU:7;i/:tD^^;i/^>s^;i/:^:^ 
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mmm3 4 (73) 

3- (2- ( (3-^5^;i/-l- (3, 5-i^^5=-;i/:7 3in;i/) -fy 
;wt^-r;i/) -4- (4-:7;i/:tn-3-b';>';i':tDp<5^;i/^>i^;V;t=^ 

,COOH 




10 



TLC : Rf 0.50 (^nD^;i/A : p<^y~;i/=9 : 1) 



3 4 (7 4) 



3- (2- ( (3-p<5^;i/- 1- (3, 5-^^^9=-;i/7j^— :^ 
;wt^-r;v) -4- (3-:7;i/:tn-5-hU7;i/;rnp«^;^^>^^;i/:4-^ 



781 



wo 03/016254 



PCT/JP02/08120 



COOH 



FaC 




TLC : Rf 0.50 (^tiu-^)\/A : ;V=9 : 1) 



M3 4 (7 5) 

3- (2- ( (3-p<^;i/-l- (3, 5-S^p<5^;i/7rc^;i/) y^^j]/) -fy 
;Wt^^;i/) - 4- (4-7;i/:tD-3-^Dn^>S^;V:^:3p:J/) 

XOOH 




10 



TLC : Rf 0.50 (^DD/fc;i/A : ;V=9 : 1) 



,^03 4 (7 6) 



3- (2- ( (3-^^;i/-l- (3, 5-5^p<^;v:7 3^n;i/) 
;W^•^-r;^) - 4- (3-7;i/;^P-4-^g^;i/^>^;i/;^^^') 
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COOH 




TLC : Rf 0.50 (^DP5i^;VA : pi^J^y— ;V=9 : 1) o 
^^J3 4 (7 7) 

5 3- (2- ( 1- (3, 5-i^p<^;i/:7ai-;i/) -fy 

;w^^-l';p) -4- (2 -:7;i/:tD-5 h=3p$^^>^;i/:^=¥S^) 




TLC : Rf 0.60 (i^Dn7f;;i/A : ^^y— ;v= 9 : 1) ; 
10 NMR (300 MHz, CDCI3) : 6 7.19 (m, IH), 7.04-6.89 (m, 7H), 6.82 (m, IH), 6.26 
(d, J = 8.7 Hz, IH), 5.15 (m, IH), 5.07 (s, 2H), 3.78 (s, 3H), 3.00-2.92 (m, 2H), 2.70 
(t, J = 7.4 Hz, 2H), 2.31 (s, 6H), 1.83-1.50 (m, 3H), 0.98 (d, J = 6.0 Hz, 6H) o 

mmM3 4 (7 8) 
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3- (2- ( (3-^^J\y- 1- (3, 5-S^^g=-;i/7:n-;i/) y'^jV) ij 

-4- (4 — f V7'5^;i/^>i^;i/:r^iy) :7 - ;v) :7°n7i> 




5 TL C : Rf 0.60 (^^D5^^;^A : p<^y— ;i/= 9 : 1) ; 

NMR (300 MHz, CDCI3) : 6 7.31 (d, J = 8.1 Hz, 2H), 7.20-7.13 (m, 3H), 
6.99-6.88 (m, 5H), 6.22 (d, J = 8.4 Hz, IH), 5.14 (m, IH), 5.00 (s, 2H), 3.00-2.91 (m, 
2H), 2.70 (t, J = 7.5 Hz, 2H), 2.48 (d, J = 7.2 Hz, 2H), 2.30 (s, 6H), 1.93-1.52 (m, 
4H), 0.98 (d, J = 6.3 Hz, 3H), 0.97 (d, J = 6.3 Hz, 3H), 0.91 (d, J = 6.6 Hz, 6H)o 

10 

mmm^ 4(79) 

3- (2- ( {3-^^)\y- 1- (3, 5 -i^^^;v7rc^;i/) in 
;wt^-r;i/) -4- (2, 4, 5- h 



784 
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^COOH 



TLC : Rf 0.60 (^nD:;}^;i/A : ^iJ^y— ;V=9 : I) ; 
NMR (300 MHz, CDCI3) : 6 7.18 (d, J = 9.0 Hz, IH), 7.12 (s, IH), 7.02-6.88 (m, 
6H), 6.25 (d, J = 8.4 Hz, IH), 5.14 (m, IH), 4.93 (s, 2H), 3.03-2.90 (m, 2H), 2.70 (t, 
5 J = 7.5 Hz, 2H), 2.30 (s, 6H), 2.29 (s, 3H), 2.23 (s, 6H), 1.83-1.52 (m, 3H), 0.98 (d, J 
= 6.3 Hz, 3H), 0.97 (d, J = 6.3 Hz, 3H)o 




mmms 4 (8 o) 

3- (2- ( (3-^5^;i/-i- (3, 5-s^^^;i'>'^-;i/) >53 
10 ;w^'^-r;l/) -4- (3- (4-p< h^s^y =3rsx) y 
31 -;i/) 




TL C : Rf 0.62 (^Dn!jN;i/A : ^^$'y~-;i/= 9:1) ; 

NMR (300 MHz, CDCI3) : d 7.30 (t, J = 7.9 Hz, IH), 7.16 (d, J = 8.0 Hz, IH), 
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7.07 (d, J = 8.0 Hz, IH), 7.02-6.84 (m, IIH), 6.24 (d, J = 8.7 Hz, IH), 5.14 (m, IH), 
4.99 (s, 2H), 3.80 (s, 3H), 3.00-2.89 (m, 2H), 2.69 (t, J = 7.5 Hz, 2H), 2.30 (s, 6H), 
1.83-1.50 (m, 3H), 0.98 (d, J = 6.3 Hz, 6H)o 

5 mmm3 4 (s p 

3- (2- ( (3 1 - (3, 5-s^^5^;i/7 3^— y^;]/) ^ 

^COOH 




TLC : Rf 0.50 (^Dn7f;;i/A : ;i/= 9 : 1) o 



mmm 34 (82) 

3- (2- ( (3-^5^;i/-l- (3, =^—)]y) y'^M 

;WN'^-r;^) -4- (2, 3, 4- h >;p< :7 3ir:;V) 
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COOH 




TLC : Rf 0.50 (tJ7DD4^;i/A : p<^y— ;i/=9 : 1) o 

mmm3 4 (8 3) 

5 4-(2-((lR)-l - (i-Z^^uy- 1-4)1) ^c^^JlyiJJW^'^^Jly) 
-4- (4-SyTJ'7 3^^^iy) :7i.r:;v) y'^lym. 




TLC : Rf 0.42 (^Dn?is;i/A : ;v= 1 0 : 1) o 

10 mmm3 4 (8 4) 

4 - (2 - ( (IR) -1- (:^7^5'i/>- 1 — f;i/) :i^g^;i/^;WN'^-f;i/) 

-4- (4-T-fe5^;VT^y ^'jcy^^ps^) ^ain;!/) :r^57 >^ 
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TLC : Rf 0.42 (i5^DD5^;VA : ^^^^y— ;i/= 1 0 : 1) o 

mmm 34 ( s 5 ) 

4 - (2- ( (IR) -1- i±y^]y>- 1-^ J^^JVitjJW'^^-fJly) 

o 




TLC : Rf 0.42 (^nn7f:;i/i^ : p<^y— 1 0 : 1) o 

mmm3 4 (8 6) 

3- (2- ( (3-^^;i/-l- (3, 5-s^^5=-;v:7in;i/) ^ 
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COOH 




TLC : Rf 0.54 (n-^^^y :mM^^J]y= 1 : 1) ; 
7.17 (m, IH), 7.10-7.00 (m, 2H), 6.95-6.90 (m, 6H), 6.30 (brd, J = 8.4 Hz, IH), 5.14 
(m, IH), 4.96 (s, 2H), 3.89 (s, 3H), 2.98-2.93 (m, 2H), 2.71-2.66 (m, 2H), 2.30 (s, 
5 6H), 1.82-1.50 (m, 3H), 0.97 (d, J = 6.3 Hz, 3H), 0.96 (d, J = 6.3 Hz, 3H) o 

mmm3 4 (s ?) 

3- (2- ( (3-p<^;i/-l- (3, 5 -$^p<5=-;i'>'3i— 
;w\"^-i';i/) -4- (4-p< ^:^$/:^:7^l/>- 1 — (jv^^jv:^^^) y 
10 31 :7°^/^•>^ 




TLC : Rf 0.54 (n-^^^itV : i^^3i5^;i/= 1:1) ; 

NMR (300 MHz, CDCI3) : 6 8.33 (m, IH), 7.96 (m, IH), 7.58-7.44 (m, 4H), 7.20 

(d, J = 8.4 Hz, IH), 7.06-6.89 (m, 4H), 6.77 (d, J = 7.8 Hz, IH), 6.26 (brd, J = 8.4 Hz, 
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IH), 5.36 (s, 2H), 5.14 (m, IH), 4.01 (s, 3H), 3.00-2.95 (m, 2H), 2.73-2.69 (m, 2H), 
2.29 (s, 6H), 1.80-1.52 (m, 3H), 0.96 (d, J = 6.3 Hz, 3H), 0.95 (d, J = 6.3 Hz, 3H)o 

5 3- (2- ( (3-pi9^;i/-l- (3, 5-V?^^)\yy:r.-)\,) ±1 
;w^^^-f;i/) -4- (2 hdriy-3, (t-:7'5^;i/) 




TL C : Rf 0.55 (n.-^^V> : It^a^5^;L'= 1:1) ; 
10 N M R (300 MHz, CDCI3) : d 7.36 (d, J = 2.4 Hz, IH), 7.31 (d, J = 2.4 Hz, IH), 
7.20 (m, IH), 7.01-7.00 (m, 2H), 6.95 (brs, 2H), 6.90 (brs, IH), 6.24 (d, J = 8.7 Hz, 
IH), 5.15 (m, IH), 5.03 (s, 2H), 3.79 (s, 3H), 3.00-2.95 (m, 2H), 2.71 (m, 2H), 2.31 
(s, 6H), 1.82-1.56 (m, 3H), 1.41 (s, 9H), 1.30 (s, 9H), 0.98 (d, J = 6.3 Hz, 3H), 0.97 
(d, J = 6.3 Hz, 3H)o 

15 

^^J3 4 (8 9) 

3- (2- ( (3-^^;v-l - (3, 5-Z^^^;]yy3:,-j]y) y^jv) ti 
;w\"^^;i/) -4- (4-yj^^:^sy^i.iPj]y:t^-» y a^-jv) yun-^ 

m 
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COOH 




TLCrRf 0.54 iTi-^^V-> : mM^^Jl= 1 : 1) ; 
7.38-7.32 (m, 4H), 7.19-6.90 (m, IIH), 6.27 (d, J = 8.7 Hz, IH), 5.14 (m, IH), 4.99 
(s, 2H), 2.99-2.93 (m, 2H), 2.71-2.66 (m, 2H), 2.30 (s, 6H), 1.81-1.53 (m, 3H), 0.98 
5 (d, J = 6.3 Hz, 3H), 0.97 (d, J = 6.3 Hz, 3H)o 



m3 4 (9 0) 



4- (2 - ( (IR) -1- 1-^ J]y) 3::5^;i/:ij;Wt^-r A) 

-4- (4-T-fe5=-;i/7 3iy ^s/) 7 3^— ;v) y'^^m 



COOH 



10 




TL C : Rf 0.48 i^uU^Jl^A : p<i5'y— ;i/= 10:1) 



3 4 (91) 

3- (2- ( (3-^5^;i/-l- (3, 5-s^p<5^;i/:7 3i-;i/) :7'g^;v) :^ 
15 ;wt^-r;i/) -4- (2 -:7 u;vp<^;i/:^=^s>') :7j:-;i/) 7°D7i>^ 
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COOH 




TLC : Rf 0.47 (^UU7iKj]yA : ^^y— ;i/= 1 0 : 1) o 

mmms 402) 

5 3- (2- ( (3 -^5=-;!/- 1 - (3, 5-5^;^5=-;i/:7:c-;i/) y^;]/) ti 
;w^^-r;i/) -4 - (4-^^nD-3 -•7;i/^D^>i^;i/:^:3^:^') 7 




TLC : Rf 0.54 (n-^:3p-y-> :B^^j:^;1/= 1 : 1) ; 
10 NMR (300 MHz, CDCI3) : 6 7.40 (m, IH), 7.24-7.11 (m, 3H), 6.94-6.89 (m, 5H), 
6.29 (d, J = 9.0 Hz, IH), 5.15 (m, IH), 5.00 (s, 2H), 2.98-2.93 (m, 2H), 2.72-2.67 (m, 
2H), 2.31 (s, 6H), 1.82-1.55 (m, 3H), 0.98 (d, J = 6.3 Hz, 6H)o 

mmm 34 03) 



792 



wo 03/016254 



PCT/JP02/08120 



3- (2- ( i3-^^)]y-l- (3, 5-s^^5^;i/7ai-;i/) ti 

;W?^-f;i/) - 4- ( (3, 6-t^^^J\y-4-^>i^J\y:t^-» 




5 TLC : Rf 0.54 (n-^^i?-> :i^^^^;i/= 1 : 1) ; 

NMR (300 MHz, CDCI3) : 6 7.51-7.35(m, 5H), 7.18 (m, IH), 7.09 (brs, 2H), 
6.98-6.90 (m, 5H), 6.25 (d, J = 8.4 Hz, IH), 5.15 (m, IH), 4.92 (s, 2H), 4.81 (s, 2H), 
3.00-2.95 (m, 2H), 2.76-2.70 (m, 2H), 2.32 (s, 6H), 2.31 (s, 6H), 1.82-1.56 (m, 3H), 
0.98 (d, J = 6.3 Hz, 6H)o 

10 

mmms 4 o 4) 

4-(2-((iR)-i - {i-y^u>-i — r;v) 3^5^;i/:3b;w\'^-r;i/) 

-4- (2, 3, 4, 5, Q-^y^^yMuy^J^^^) y^i-)]/) y'd' 



15 
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TLC : Rf 0.47 (^UU:^)]yA : p<^^~;i'= 10:1) 



3 4 (9 5) 



3- (2- ( (3 1 - (3, 5-t>^^J\y-7 3^—JV) >^g^;V) 
;W^'^^;i/) -4- [e] 1, 4-i^;r^it>- 6--<;v) :A^JV 

.COOH 




10 



TLC : Rf 0.54 (n-^^-y-> : #^:n5=-;v= 1 : 1) ; 
N M R (300 MHz, CDCI3) : 6 7.15 (m, IH), 6.94-6.87 (m, 8H), 6.24 (d, J = 8.7 Hz, 
IH), 5.14 (m, IH), 4.91 (s, 2H), 4.26 (s, 4H), 2.98-2.91 (m, 2H), 2.71-2.66 (m, 2H), 
2.30 (s, 6H), 1.80-1.56 (m, 3H), 0.98 (d, J = 6.0 Hz, 6H)o 



15 



^jfe^J3 4 (9 6) 

3- (2- ( (3-^^;i/-i- (3, y^^ji) 
;w^"^-r;i') -4- (2, 4, 6 - h U :7;i/:^n^>s^;i';^^S>') 7ain;i/) 



794 
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T L C : R f 0.56 (^^ D D5iN;VA : ^ 7 — ;i/= 10:1) ; 
N MR (300 MHz, CDCI3) : 6 7.20 (d, J = 8.4 Hz, IH), 7.00-6.95 (m, 4H), 6.91 (brs, 
IH), 6.74-6.68 (m, 2H), 6.30 (brd, J = 8.7 Hz, IH), 5.15 (m, IH), 5.04 (s, 2H), 2.99- 
5 2.94 (m, 2H), 2.73-2.68 (m, 2H), 2.31 (s, 6H), 1.83-1.55 (m, 3H), 0.98 (d, J = 6.3 Hz, 
6H)o 

mmms 4(97) 

3- (2- ( (3-^^;i/-l- (3, 5-5^pi^;v7^^;v) it] 

10 ;w^'^-r;i/) -4 - (2-i^nD-4, 5 -^:7;v;^n^>i^;i':^^sy) 7 




TL C : Rf 0.56 (^nn5^;VA : ^^y— ;v= 10:1) ; 

NMR (300 MHz, CDCI3) : (5 7.39 (dd, J = 10.8, 8.7 Hz, IH), 7.28-7.18 (m, 2H), 
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6.95-6.91 (m, 5H), 6.33 (brd, J = 8.7 Hz, IH), 5.15 (m, IH), 5.06 (s, 2H), 2.99-2.94 
(m, 2H), 2.93-2.68 (m, 2H), 2.31 (s, 6H), 1.85-1.54 (m, 3H), 0.98 (d, J = 6.3 Hz, 6H) o 

^#1134 (9 8) 

5 3- (2 - ( (3 1 - (3, 5 -s^p<^;i/7^— y^jv) ti 
;w^^-r;i/) -4- (3 -7;i/;tn-4 - h U :7;i/:;tn^5^;i/^>i^;i/;r=^ 

^COOH 




TL C : Rf 0.56 (^Dn/}^;^A : 10:1) \ 

10 N M R (300 MHz, CDCI3) : 5 7.61 (m, IH), 7. 30-7.25 (m, 2H), 7.18 (d, J = 8.7 Hz, 
IH), 6.95-6.89 (m, 5H), 6.35 (d, J = 8.7 Hz, IH), 5.15 (m, IH), 5.08 (s, 2H), 2.98- 
2.93 (m, 2H), 2.72-2.67 (m, 2H), 2.31 (s, 6H), 1.83-1.55 (m, 3H), 0.98 (d, J = 6.3 Hz, 
6H)o 

15 mmm 34 (99) 

3- (2- ( (3-^^;i/-i- (3, 5-s^p<5=-;i/7a^^;i/) :/^;v) 
;w^^'i';i/) - 4- (2 -^PD- 5 - h U7;i/;rD^5^;v^>5^;i/;<r=3rSx) 



796 
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TLC : Rf 0.56 i^xiVi-^)]yA : ^^7— ;V= 10:1) ; 
NMR (300 MHz, CDCI3) : 6 7.85 (brs, IH), 7.54-7.53 (m, 2H), 7.21 (m, IH), 
7.00-6.91 (m, 5H), 6.36 (brd, J = 7.8 Hz, IH), 5.16 (m, IH), 5.15 (s, 2H), 3.00-2.94 
5 (m, 2H), 2.74-2.68 (m, 2H), 2.31 (s, 6H), 1.84-1.56 (m, 3H), 0.98 (d, J = 6.3 Hz, 6H) o 

mmms 4 ( 1 0 o) 

3- (2- ( (3 1- (3, 5-i^^^j]^y :^—JV) 
;w\'^-r;v) -4- (2, 7 3i-;v) y'u 

10 




TLC : Rf 0.55 {n-^^^ly : i^ma^^;i/= 1 : 2) o 

mmm\ 3 4 ( i o i ) 
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3- (2- ( (3 1- (3, 5-t^^^J]yy3^-J]y) y^^jv) it] 



TLC : Rf 0.55 (n-^^D-> : B^^ai^;v= 1 : 2) o 

mmms 4 (102) 

3- (2- ( (3-^9-J]y- 1- (3, 5 -P y"^;!/) ^ 

^COOH 



T L C : R f 0.53 (n-^^V-> : i^^a:5=-;i/= 1 : 2 ) o 

mmms 4 ( i o 3) 

3- (2- ( (3-p<5^;V-l- (3, 5-P;i^;vya^-J]y) y^jV) ij 

798 




COOH 




wo 03/016254 



PCT/JP02/08120 




TLC : Rf 0.55 (n— x^^F-ifv :mm^^JV=l : 2) o 

mmm3 4 (io4) 

3- (2- ( (3-^^;i/-l- (3, 5-^^5^;i/:7 3z-;i/) 
JW^^^JV) -4- (2, 3, 4, 5, Q—^>^y}\yytX2^lyV)V^^ty) 




TLC : Rf 0.58 (n-^^-y-> : i^^rc5^;i/= 1:2) 



^^J3 4 (1 0 5) 

3- (2- ( (3-p<5=-;i/-l- (3, 5-i^p<5^;i/:7aan;i.) 

799 



wo 03/016254 



PCT/JP02/08120 



;WN'^-r;i/) -4- (2, s-tr;;^ ( h U7;1/:^-dp<5=-;1/) 
:7 3i-;i/) rrn^iy^ 




T L C : R f 0.55 (n— : mm^^Jl= 1 : 2 ) o 
^#[13 4 (1 0 6^ 

3- (2- ( (3-^^;i/-i- (3, 5-e^p<^;i/:7a.-;i/) y^^-Ji^) ij 
-4- (2-^g^;i/-5-:7;v;^n^>i^;i/;t^5>') y a^-)\y) 




TLC : Rf 0.55 (n-^dp-t^^ : S^^ai^;i/= 1 : 2) o 
3 4 (1 0 7^ 

3- (2- ( (3-^5^;i/-l- (3, '^^)\,^ ti 

800 
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.COOH 




TLC : Rf 0.60 (n—^^-y-V : @^^ai5^;i/= 1:2) 



$^^J3 4 (1 0 8) 

3- (2- ( (3-p<5=-;i/- 1- (3, 5-s>p<5^;i/:7ai^;i/) :/^;v) :^ 
;w^*^-r;v) -4- (4' -hVyj\y:^u^^;v- i , i' -if :7x.-;v- 2 




T L C : R f 0.55 (n-^^it> : mm:^^;V= 1 : 2 ) o 
3 4 ( 1 0 9) 

801 
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3- (2- ( (3-p?^;i/-l- (3, 5-:j^^^;i/>'ai-;i/) 

^COOH 




TLC : Rf 0.71 (^nD7}^;i/A : p<^y—;i'= 10:1) ; 
5 N M R (300 MHz, CDCI3) : 6 0.98 (d, J = 6.59 Hz, 6H) 1.71 (m, 3H) 2.30 (s, 6H) 
2.68 (m, 2H) 2.94 (m, 2H) 3.08 (t, J = 7.14 Hz, 2H) 4.16 (t, J = 7.14 Hz, 2H) 5.13 (m, 
IH) 6.26 (d, J = 7.97 Hz, IH) 6.90 (m, 5H) 7.15 (m, J = 8.79 Hz, IH) 7.29 (m, 5H) o 



mmms 4 ( 1 1 o) 

10 3- (2- ( (3-^^;i'-l- (3, 5-s^^^;i/:7 3^-;i/) y^^jv) 

^COOH 




TLC : Rf 0.69 (^nD5fc;VA : ^^y— ;i/= 10: 1) o 



802 
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mmms 4 ( 1 1 1) 

3- (2 - ( (3-p<5^;^-l- (3, 5-5^^5^;i/7ic-;i/) ti 
;w^^-r;p) -4- (2- (5-^5^;v-2-:7a^-;v:;^^-b-y— ;i/-4- 
3ih^sy) :7:n-;i/) :7°n>'^>^ 

^COOH 



5 




TLC : Rf 0.63 (^^Dn/}^;VA : ^^5^y— ;i/= 10: 1) o 

mm\3A (112) 

3- (2- ( (3-^5=-;i/- 1- (3, 5-5^p?5^;i/>'3:n;i/) 
10 ;Wt^'<;i/) -4- (2 3 -^5'DD^>S;';i/:^=3p^) :7 3in;i') 




TLC : Rf 0.69 (^DD7J^;l/A : 1 0 : 1) o 
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mmm 34 ( 1 1 3 ) 

3- (2- ( (3-^5^;i/-l- (3, 5 y^jv) 



5 




TLC : Rf 0.56 (t57Dn7fj;i/A : ^^J—)]/= 1 0 ; 1) o 
^^J3 4 (114) 

3- (2- ( (3-^^;V-l- (3, b-^^y^^)\/y:^=^))y) 

10 ;wt^-r;v) -4 - (2, 4-1^;:^ (h u:7;v:^n^5^;i/) ^>$^;v:^=3ps>') 




TLC : Rf 0.64 {^UUii^)]^J^ : ><^J—;V= 1 0 : 1) o 



804 
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mmm 34 ( 1 1 5 ) 

3- (2- ( (3-pi^;L'-l- (3, 5-i:^?^^jvy=^=.)\y) tl 




5 TLC : Rf 0.58 (^DD4^;i/A : ;i/= 9 : 1) ; 

NMR (300 MHz, CDCI3) : 6 7 AO (dd, J = 7.8, 1.8 Hz, IH), 7.27 (m, IH), 7.17 (m, 
IH), 7.03-6.84 (m, 7H), 6.22 (d, J = 8.1 Hz, IH), 5.14 (m, IH), 5.10 (s, 2H), 4.06 (q, 
J = 6.9 Hz, 2H), 3.02-2.89 (m, 2H), 2.70 (t, J = 7.5 Hz, 2H), 2.31 (s, 6H), 1.83-1.51 
(m, 3H), 1.40 (t, J = 6.9 Hz, 3H), 0.98 (d, J = 6.3 Hz, 6H)o 

10 

mmm 34 die) 

3- (2- ( (3-^5^;i/-l- (3, 6-i^;<^JVya^—;V) i:i 

;wt^>r;p) -4- (4-p<5^;vx;v3j^— ;v^>s^;i/;^=^^» 7:n-;i/) y 



805 
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mmm 34 (117) 

3- (2- ( 1- (3, 5-i^p<5^;i/:7 3^^;i/) y^-^i^) ti 

;WN"^-r;i/) -4- (2, 3, 5, 6-^ h^7;i/::^-D^>$^;i/:;r=3piy) y 




TLC : Rf 0.47 (^DDsfc;i/A : pi^S^y— ;i/= 1 0 : 1) o 
^]&fe^J3 4 (118) 

3- (2- ( (3-^5=-;i'- 1- (3, b-i^^^)vy=^=.)],) :>?3 
;wt^-r;i/) -4 - (2-^nD-3, 6 -s^7;v;rn^>s^;i/;t=¥sy) :7 



806 
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TLC : Rf 0.47 (^Dn7jx;i/A : p<^y— ;i/= 1 0 : 1) ; 

N M R (300 MHz, CDCI3) : d 0.98 (d, J = 6.59 Hz, 6H) 1.70 (m, 3H) 2.31 (s, 6H) 

2.72 (t, J = 7.14 Hz, 2H) 2.97 (m, 2H) 5.16 (m, IH) 5.16 (s, 2H) 6.27 (d, J = 8.52 Hz, 

IH) 7.00 (m, 6H) 7.18 (m, 2H)o 

^^J3 4 (119) 

3- (2- ( (3-^9-)]^- 1- (3, 5—y^^;]yy:i^~j\y) ti 




TLC : Rf 0.56 (^DD3jx;i/A ; ^^J^y— ;v= 10:1) ; 
NMR (300 MHz, CDCI3) : 6 7.32-7.30 (m, 2H), 7.20-7.15 (m, 3H), 6.97-6.90 (m, 
5H), 6.22 (d, J = 8.7 Hz, IH), 5.14 (m, IH), 4.99 (s, 2H), 2.98-2.93 (m, 2H), 2.71- 
2.66 (m, 2H), 2.63-2.58 (m, 2H), 2.30 (s, 6H), 1.80-1.56 (m, 5H), 1.37-1.28 (m, 6H), 
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0.98 (d, J = 6.3 Hz, 3H), 0.97 (d, J = 6.3 Hz, 3H), 0.90-0.86 (m, 3H)o 

mmm3 4: (120) 

3- (2- ( (3-^^;v-l- (3, 5-s^^5^;i/:7 3ir:;v) 
5 ;w^'^-r;i/) -4- (s, 4 y ^=-J\y) 




TL C : Rf 0.56 (^nn:^;i/A : ^^7— ;V= 10:1) ; 
N MR (300 MHz, CDCI3) : 6 7.17 (m, IH), 6.97-6.85 (m, 8H), 6.25 (d, J = 9.0 Hz, 
10 IH), 5.14 (m, IH), 4.94 (s, 2H), 4.09 (q, J = 6.9 Hz, 4H), 2.99-2.93 (m, 2H), 2.72- 
2.68 (m, 2H), 2.31 (s, 6H), 1.82-1.55 (m, 3H), 1.45 (t, J = 6.9 Hz, 3H), 1.44 (t, J = 
6.9 Hz, 3H)o 

mmm3 4 (12 i) 

15 3- (2 - ( (3-p«^;v-l- (3, 5-i^^^JVy:r,~;\,) f^M * 
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TLC : Rf 0.53 (^tiUTi^JVA : ^^y~;i/= 1 0 : 1) o 

mmm 34 (122) 

3- (2- ( (3-^5^;i/-l- (3, 5-i^:^^J]yyx.-)]y) y^-Jl^) 

;wt^-r;i/) -4 - (6-^7Dn-2-7;i/:^D-3-p<^;v^>2^;i/:r^ 



COOH 




TL C : Rf 0.53 (^DD:!i^;i/A : p?^?7y— ;v= 10:1) ; 
N M R (300 MHz, CDCI3) : 6 0.98 (d, J = 5.77 Hz, 6H) 1.68 (m, 3H) 2.27 (s, 3H) 
2.30 (s, 6H) 2.71 (t, J = 7.50 Hz, 2H) 2.98 (m, 2H) 5.15 ( s, 2H) 5.16 (m, IH) 6.25 (d, 
J = 8.24 Hz, IH) 6.99 (m, 5H) 7.17 (m, 3H) o 

^^J3 4 (1 2 3) 
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3- (2- ( (3-yi^J]y- 1- (3, 5-S^^^;V7:r-;i.) y^^jv) iu 
;w?^-f;i/) -4- (4- h U7;i/:^Dp<5^;i'5^;r^>i^;i/;t=^5^) :7 3^^ 




5 TLC : Rf 0.53 (^D^7j^;^A : ;p= 1 0 : 1) o ' 

I^^J3 4 (1 2 4) 

3- (2- ( (3-^^;v-l- (3, y'^)\y) 
;w\"^-r;i/) -4- (2 -i^nn- 6 -:7;i/;^D- 3 
10 :7j^n;i/) yuji^m 




TLC : Rf 0.52 D D:^;i/A : p< ^ y-;i/= 10:1) ; 
NMR (300 MHz, CDCI3) : ^ 0.98 (d, J = 5.49 Hz, 6H) 1.69 (m, 3H) 2.27 (d, J = 
2.20 Hz, 3H) 2.31 (s, 6H) 2.72 (t, J = 7.42 Hz, 2H) 2.98 (m, 2H) 5.14 (m, IH) 5.15 (s, 
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2H) 6.26 (d, J = 8.52 Hz, IH) 7.00 (m, 5H) 7.17 (m, 3H)o 

mmm3 4 (1 2 5) 

3- (2- ( (3-p<5^;i/- 1- (3, 5-i^^-5^;i/7 3in;v) ^^;]y) itj 
5 ;W^'^-r;i/) -4- (2- (4-^UD73^n;i/^:^) ^>i?)\y:t^-» y 




CI 



TLC : Rf 0.53 (^^DD7t^;i/A : p^^S^y— ;v= 10:1) ; 
NMR (300 MHz, CDCI3) : 6 0.99 (d, J = 6.60 Hz, 6H) 1.69 (m, 3H) 2.31 (s, 6H) 
10 2.70 (t, J = 7.50 Hz, 2H) 2.95 (m, 2H) 5.13 (m, 2H) 5.14 (s, IH) 6.23 (d, J = 8.52 Hz, 
IH) 6.90 (m, 5H) 7.13 (m, 3H) 7.22 (m, 2H) 7.35 (m, 3H) 7.56 (d, J = 7.69 Hz, IH) o 

mmm3 4 (12 6) 

4 - (2- ( (IR) -1- ii-y'^U>-l-4J]y) :3i5^;v:ij;w^^-f;i') 

15 -4- (4->b;wN'^-r;i/:7aiy:3rS/) ys^-jv) y^^m. 
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TLC : Rf 0.23 (^Dn4s;i/A : p^d^y— ;!/= 10: 1) o 

mmm3 4 a 27) 

5 4-(2-((lR)-l - (:h:7^i^>- 1— r;i/) 3i5=-;i/:*;w\'^^;v) 




TLC : Rf 0.26 (^DD7}^;i/A : ;^^J—JV= 1 0 : 1) o 

10 mmm 34 (128) 

4- (2 - ( (IR) -1- (i-y^]y ?V) :t9^;i/:^7;W\"^-f 

-4- (4-N, N-z>^^;vit]jwi^^ jiya^^^iy) :7*^5'> 
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TLC : Rf 0.28 (i^uW^JVA : ;V= 1 0 : 1) o 

mmms 4 ( 1 2 9) 

5 3- (2- ( (3-^5=-;!/- 1- (3, 5-s^p<5^;i/7:n-;i/) ij 
;W'?^-1';i/) -4- (4-^>5=-;V^>S^;i/:r=3p:^') y'ai— rD7l>^ 

^COOH 




TLC : Rf 0.70 (iJ7 p D/J^;l/A : ^^y— ;i/=9 : 1) o 

10 ^:&te^J3 4 ( 1 3 0) 

3- (2- ( (3-^^)]/- 1- (3, 5-s;'^5^;i/7 3^^;i/) :^ 
;Wt^-r;V) -4- (3- (4-^^J]yy3^J^ty) -7^ 
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COOH 




TLC : Rf 0.75 (^nD5^;VA : ^^y'— ;i/=9 : 1) 



3 4 (13 1) 



3- (2- ( 1- (3, 5-S^p<^;i/:7 3^-;i/) y^-JV) -fy 

;wt^-r;i/) -4- (3-^DD-2->';v:^D-6-hu>';v;rDp?^;i/ 

,COOH 




10 



TLC : Rf 0.70 (^Dn:^;VA : ;V= 9:1) 



3 4 (1 3 2) 



3- (2- ( 1- (3, 5-5^^^;v:7ac-;i/) :;^5^;i/) p?j 

;w^-^-i';i/) -4- (4 -$^7;i/;rop< h^i^^>^^/'^^^i>') 7rc-;i/) 
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COOH 




F 



TLC : Rf 0.60 (^^DP5fc;VA : ^3?^— ;i/=9 : 1) 



3 4 (1 3 3) 

3- (2- ( (3-^5=-;v-l- (3, 5-e^p<5^;i/:7rc^;i/) 

.COOH 




10 



TLC : Rf 0.73 (^Dn5}^;i/A : ;V=9 : 1) o 

^M^J3 4 (1 3 4) 

3- (2- ( (3-p<^;i/-l- (3, 5-i^p<5^;i/:7 3i— :r5^;v) :^ 
- 4- (4-^nD-3- h U7;i/;rD^9^;v^>^^>>i':r=^s^) 
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COOH 




TLC : Rf 0.74 (^uuyi^JVA : j^^y—)V=9 : 1) o 
^^J3 4 ( 1 3 5) 

3- (2- ( (3-^5=-;V-l- (3, y^j]/) >?j 

;wt^-r;V) - 4- (3-7;i/:rD-2-p?5^;V^>S^;i/:r^S>) y:^-;]/) 




TLC : Rf 0.69 (^Dn/J%;i/A : ^^y~;i/=9 : 1) o 

mmms 4 (i 3 6) 

3- (2- ( (3 -p<5^;i/- 1- (3, 5-s^^5^;i/>'air:;i/) 
;W"?^^;i/) -4- (2, 3, 5-hV'y)\y:tu^>i^J\y:t^iy) :7^-;i/) 
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TLC : Rf 0.77 (^DD7j%;i/A : ;A^J—;]/=Q : 1) „ 
3 4 (1 3 7) 

5 3- (2- ( (3-p<^;i/-l- (3, 5 -i^^5=-;i/:7air:;i/) :7"^;i/) ti 

;w\*^-r;i') -4- (4- (tf>;5^>-2 — r;i/) ^o^n 




TLC : Rf 0.56 (^UU-^JVA : ;i/= 10:1) ; 

10 NMR (300 MHz, CDCI3) : <^ 8.70 (m, IH), 7.98-7.96 (m, 2H), 7.81-7.70 (m, 2H), 
7.49 (d, J = 8.4 Hz, 2H), 7.25 (m, IH), 7.16 (d, J = 8.7 Hz, IH), 6.99-6.89 (m, 5H), 
6.41 (d, J = 8.4 Hz, IH), 5.14 (m, IH), 5.10 (s, 2H), 2.96-2.93 (m, 2H), 2.72-2.67 (m, 
2H), 2.29 (s, 6H), 1.80-1.52 (m, 3H), 0.97 (d, J = 6.3 Hz, 3H), 0.96 (d, J = 6.3 Hz, 
3H)o 
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mmm 34 ( 1 3 s ) 

3- (2- ( (3-p<^;i/-l- (3, 5-i^^5^;i/7rc-;i/) 
;w^^-r;i/) -4- (3- (4-t ^^^^z) ^>>:^;i/:^:^s/) 
5 rD7^>^ 




TL C : Rf 0.56 (^nD7tc;i/A : ^^y— ;i/= 10:1) ; 
NMR (300 MHz, CDCI3) : 6 7.36-7.26 (m, 3H), 7.18-7.07 (m, 3H), 6.95-6.90 (m, 
8H), 6.24 (brd, J = 8.3 Hz, IH), 5.14 (m, IH), 5.00 (s, 2H), 2.99-2.93 (m, 2H), 2.72- 
10 2.67 (m, 2H), 2.30 (s, 6H), 1.82-1.55 (m, 3H), 1.32 (s, 9H), 0.98 (d, J = 6.3 Hz, 6H) o 

mmms 4 (i 3 9) 

3- (2- ( (3-?^^JV- 1- (3, 5-i^^^;\yyj^-JV) y^Jl) tl 

;w?^-Y;^) -4- (4 :7^-;i/) yn^'^y 
15 m. 
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TL C : Rf 0.56 (^UU-^JVA : j^^J—J]/= 10:1) ; 
NMR (300 MHz, CDCI3) : ^ 7.32 (s, 3H), 7.18-7.15 (m, 2H), 6.95-6.90 (m, 5H), 
6.25 (brd, J = 8.4 Hz, IH), 5.14 (m, IH), 4.99 (s, 2H), 2.99-2.92 (m, 4H), 2.72-2.67 
5 (m, 2H), 2.31 (s, 6H), 1.82-1.56 (m, 3H), 1.32 (t, J = 7.2 Hz, 3H), 0.98 (t, J = 63 Hz, 
6H)o 

mmm 34 ( 1 4 0 ) 

3- (2- ( (3-^5=-;i/-l- (3, 5-i>;i^;]y-7 3^-;i,) i:i 
10 ;W'^^-f;V) - 4- (4- (4-:7;i/;e-D^>i^;i/:^dr-» 




TLC : Rf 0.56 (^5^ D D7jx;i/A : ^^5^7— ;i/= 10:1) ; 

NMR (300 MHz, CDCI3) : 6 1A2-1.3% (m, 2H), 7.35-7.32 (m, 2H), 7.16 (m, IH), 
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7.10-7.04 (m, 2H), 6.98-6.90 (m, 7H), 6.25 (d, J = 8.5 Hz, IH), 5.14 (m, IH), 5.03 (s, 
2H), 4.96 (s, 2H), 2.98-2.93 (m, 2H), 2.72-2.67 (m, 2H), 2.30 (s, 6H), 1.82-1.55 (m, 
3H), 0.98 (d, J = 6.3 Hz, 3H), 0.97 (d, J = 6.3 Hz, 3H)o 

5 mmm 34 ( 1 4 p 

4- (2- ( (3-^5^;i/-i- (3, 5-t^?i^jvyj^—))/) ti 

r^^cooH 




TL C : Rf 0.59 (^^^p^^;l'A : j^^y—JV= 9:1) ; 
10 N M R (300 MHz, CDCI3) : 6 7.38-7.30 (m, 2H), 7.17 (d, J = 8.4 Hz, IH), 7.12 (t, 
J = 7.4 Hz, IH), 7.02-6.88 (m, 7H), 5.91 (d, J = 8.7 Hz, IH), 5.12 (m, IH), 2.73 (t, J 
= 7.7 Hz, 2H), 2.30 (t, J = 7.5 Hz, 2H), 2.29 (s, 6H), 1.97-1.49 (m, 5H), 0.97 (d, J = 
6.6 Hz, 3H), 0.96 (d, J = 6.6 Hz, 3H)o 

15 mmm 34 (142) 

4- (2 - ( (iR) -1- {±y^\y>-i-^j]y) 3i^;i/:t?;i/M^^-r ;v) 
-4- y^^m 
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TLC : Rf 0.48 (^DD7f;;i/A : ^^y— ;i/= 1 0 : 1) o 



mmm 34 (143) 

3- (2- ( (3-p<5^;i/-i 
;wt^-i';i/) -4- (3- (3 



(3, 5 -i?p?5^;i/:7^^;i/) y^jv) in 



COOH 




10 



TLC : Rf 0.70 (^Dn4^;i/A : p^^J^y— ;v= 9:1) 



3 4 (1 4 4) 



3- (2- ( (3 1- (3, 5-P^^)]yya^-jv) y^jv) iJ 

;wN*^-r;v) -4- (3-^^DD-2-7;v:^D-5-h ';:7;i/:tDp?5^;i/ 
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3 4 (1 4 5) 

3- (2- ( (3-pi^;P-l- (3, 5-S^p<5^;i/7ai-;V) i:j 

;w^^-i';i/) -4- (2, 3 -s^p«5=-;i/^>i^;i/:^=3r$/) :7rc-;i/) rrn/^ 

XOOH 




10 



TLC : Rf 0.66 {^\2Uit^)VA : ji^y—J]y= 9:1) 



M3 4 (1 4 6) 



3- (2- ( (3-^5^;v-i- (3, 5-i^^5=-;v7 3i— ;v) :/5^;i/) 
;w?^-r;v) -4- (2, 3 -s^:7;i/;rD-4-p<5^;i/^>s^;i/:^^S/) :7 
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COOH 




TL C : Rf 0.36 (Mb^5^1/> : ^^y— 9 : 1) o 

mmm3 4 (147) 

3- (2- ( (3-^^)]/- 1- (3, 5-i>?^^)lyy:j^—J]y) :^ 
;w^^'i';p) - 4- (3-^Dn-2-:7;i/:tD^>^;V:^=¥^) 7 



COOH 




TLC : Rf 0.33 m^ty^^l^> : ^^5?^— ;i'=9 : 1) o 
^^a3 4 (14 8) 

3- (2- ( (3-^^;i/-i- (3, 5-^:^p<^;v7 3i-;v) :^ 
;w^^-r;v) -4- (3-^nn-2, 6 -S^:7;i/:^n^>s^;i':^=^s>') :7 
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TLC : Rf 0.33 (mh^^)yy : ?i^J—J\y=9 : 1) ; 
N M R (300 MHz, CDCI3) : 6 0.98 (d, J = 6.04 Hz, 6H) 1.69 (m, 3H) 2.30 (s, 6H) 
2.69 (t, J = 7.14 Hz, 2H) 2.96 (m, 2H) 5.15 (m, 3H) 6.29 (d, J = 8.52 Hz, IH) 6.94 (m, 
5 6H) 7.20 (d, J = 8.79 Hz, IH) 7.41 (m, IH) o 

mmm 34 (i 4 9 ) 

3- (2- ( (3-^^;i/-l- (3, 5-5^^^;v:7 3i-;i/) y^jv) -fy 
;w"?^-r;i/) -4 - (3, 4, 5- h u >';i/:^n^>s^;i/:^:3ps^) 7^1— ;v) 
10 yn?-MyW. 




TLC : Rf 0.35 (Mih^^Vl/ : ^^y— ;V=9 : 1) o 

mmm3 4 (i 50) 
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3- (2- ( (3-^5^;i/-l- (3, 5-^^p<5^;i/7 3.-;i/) ti 



COOH 




5 TLC : Rf 0.35 {Mih^^lyy : J—)\/= 9 : 1) o 
^^J3 4 (15 1) 

3- (2- ( (3-^^;i/-l- (3, 5 :7-^;i/) 
;w^^-^;i/) -4- (3- (4-^nD7:cy dr<y) ^>s^;i/;t^s^) 7rc 

10 :7°D71>^ 




T L C : R f 0.35 (mh^^]y> J 9 : 1 ) o 

^jtfS#l3 4 (1 5 2) 
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3- (2- ( (3-pi5^;i/- 1- (3, 5-S^7?^;i/7 3zr:;v) 

-4- (4- (4-:7°Dtf;P7 3in;v) y 




5 TLC : Rf 0.56 (^Dn5j^;i/A : ;V=9 : 1) o 



mmms 4 (153) 

3- (2- ( (3-p<5^;V-l- (3, 5 -S^p<5^;V7n^-;i/) 
;W^^-f;i/) -4- (2 -^j^ydrSy^VS^;!/:^^^^) -7 :xL-)]/) yuniy 
10 ^ 




TLC : Rf 0.53 (^Dn3f:;VA : pi^^'y— ;V=9 : 1) o 
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mmms 4 (154) 

3- (2- ( (3-^5=-;!/- 1- (3, 5-S^^5^;i/7rc-;i/) it} 
;wt^-r;i/) - 4- (5-^PD-2-p< h^^f^i^^v^;!/::^^^^) :7a;^;i/) 



5 




TL C : Rf 0.51 (^DDifc;i/A : ^^S/y— ;i/= 9:1) ; 
NMR (300 MHz, CDCI3) : 6 0.98 (d, J = 6.32 Hz, 6H) 1.68 (m, 3H) 2.31 (s, 6H) 
2.71 (m, 2H) 2.97 (m, 2H) 3.82 (s, 3H) 5.03 (s, 2H) 5.15 (m, IH) 6.28 (d, J = 8.24 
Hz, IH) 6.82 (d, J = 8.79 Hz, IH) 6.95 (m, 5H) 7.18 (d, J = 8.24 Hz, IH) 7.23 (d, J = 
10 2.75 Hz, IH) 7.42 (d, J = 2.47 Hz, lH)o 

mmm 34 (155) 

3- (2- ( (3-^^J]y-l- (3, 5-^^5^;i/:7^^;i/) y^jv) tl 
;WN'^-r;i/) -4- (3-s^^^jVTK^^>i^J]y:t^-» 7a^n;v) yu 

15 
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TLC : Rf 0.44 (^nn7fc;i/A : ;i/= 9 : 1) o 

mmm 34 c 1 5 s ) 

3- (2- ( - (3, 5—y?i^jvy3^-jv) :7^^;i/) 

;W^•^-r;^) -4- (2 -^DD- 5 7rcn 




TLC : Rf 0.44 (^UU7iKj]/A : ;i/=9 : 1) o 

3 4 ( 1 5 7) 

4-(2-((iR)-i - (i-'7'^u>-i-^jv) 3^5=-;i/>f7;w\'^^;i/) 
-4- (2-r: hD:7 3iydps/) :7 3i^;i/) y'^:^^ 
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TL C : Rf 0.52 i^uu:^^;]yA : — ;i/= 10:1) ; 

NMR (300MHz,CDCl3) ^ 1-78 (d, J = 6.32 Hz, 3H), 1.93 (m, 2H), 2.30 (m, 
2H), 2.78 (m, 2H), 6.10 (m, 2H), 6.96 (m, 3H), 7.21 (m, 2H), 7.49 (m, 5H), 7.81 (d, J 
= 7.97 Hz, IH), 7.87 (dd, J =7.20, 1.80 Hz, IH), 7,93 (dd, J = 8.10, 1.51 Hz, IH), 
8.20(d, J = 7.97Hz, lH)o 

mmm 34 ( 1 5 s ) 

4 - (2 - ( (IR) -1- (:^:7i5^i/>- 1— x.^j]yitj;w^^-f 
-4- :7acydrsx) y'^iym. 




T L C : R f 0.46 (^UU:^^J]/A : p« ^ y — ;i/= 10:1) ; 
NMR (300MHz,CDCl3) :^ 1-77 (d, J = 6.04 Hz, 3H), 1.91 (m, 2H), 2.27 (m, 
2H), 2.75 (m, 2H), 6.09 (m, 2H), 6.68 (m, IH), 6.81 (m, 3H), 6.96 (m, 2H), 7.11 (d, J 
= 8.52 Hz, IH), 7.50 (m, 4H), 7.81 (d, J = 7.97 Hz, IH), 7.87 (m, IH), 8.19 (d, J = 
7.69 Hz, lH)o 
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mmm3 4 (159) 

4- (2 - ( (IR) -1- 1 —f a:g=-;i/p?3;WN'^-r;i/) 




TLC : Rf 0.40 (^^^DP^^;l/A : ^^^^y— ;i/= 10:1) ; 
NMR (300 MHz, DMSO-dg) : d 1.55 (d, J = 6.87 Hz, 3HX 1.70 (m, 2H), 1.99 (s, 
3H), 2.09 (m, 2H), 2.62 (m, 2H), 5.87 (m, IH), 6.91 (m, 3H), 7.10 (m, 2H), 7.21 (d, J 
= 8.24 Hz, IH), 7.52 (m, 4H), 7.8 2 (d, J = 7.97 Hz, IH), 7.93 (m, 2H), 8.20 (d, J = 
8.24 Hz, IH), 8.94 (d, J = 7.97 Hz, IH), 9.44 (s, IH), 12.01 (s, lH)o 



3 4 (1 6 0) 



4 - (2 - ( (IR) -1- (3^7^^>- l-^;i/) a^5^;i/:^3;WN'^-r;v) 
-4- (2-p<^;l/:^;^3j^-;^T^y :7 3iy:^$/) :7 3i— ;i/) y^ym 



COOH 
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TLC : Rf 0.41 (i^UW^iKjVA : ^^J^y— ;i/= 10:1) ; 
N M R (300 MHz, CDCI3) : d 1.78 (d, J = 6.59 Hz, 3H), 1.90 (m, 2H), 2.27 (m, 
2H), 2.76 (m, 2H), 2.90 (s, 3H), 6.10 (m, IH), 6.22 (d, J = 8.40 Hz, IH), 6.77 (s, IH), 
6.88 (m, 3H), 7.13 (m, 3H), 7.51 (m, 5H), 7.81 (d, J = 8.24 Hz, IH), 7.88 (m, IH), 
5 8.18 (m, lH)o 

mmm3 4 (i e n 

4 - (2 - ( (IR) -1- — r;v) a^9^;i/>b;wt^-f ;i/) 



10 




T L C : R f 0.15 (n-^:^P1^> : B^m^5^;i/= 1:1) ; 
NMR (300 MHz, CDCI3) : 6 8.18 (m, IH), 7.87 (m, IH), 7.80 (d, J = 8.4 Hz, IH), 
7.56-7.42 (m, 4H), 7.11 (d, J = 8.4 Hz, IH), 6.92-6.83 (m, 6H), 6.09 (m, IH), 5.99 
(brd, J = 8.4 Hz, IH), 3.80 (s, 3H), 2.83-2.67 (m, 2H), 2.32-2.67 (m, 2H), 1.95-1.86 
15 (m, 2H), 1.76 (d, J = 6.6 Hz, 3H) o 

mmms 4 (i 6 2) 

4 - (2- ( (IR) -1- (-^v^viy-l-^Ji^) ^^;v:i3;WN'^-i';v) 
-4- (4-7;i/:^n7a^y^5y) 7:c— ;i/) y^^m. 
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TLCrRf 0.19 (n-^^-y-> : i^^j:^;i/= 1 : 1) ; 
NMR (300 MHz, CDCI3) : 6 8.18 (m, IH), 7.88 (m, IH), 7.81 (d, J = 8.1 Hz, IH), 
7.55-7.42 (m, 4H), 7.14 (m, IH), 7.02-6.92 (m, 2H), 6.90-6.86 (m, 4H), 6.09 (m, 
5 IH), 5.98 (brd, J = 7.8 Hz, IH), 2.85-2.68 (m, 2H), 2.39-2.22 (m, 2H), 1.96-1.87 (m, 
2H), 1.77 (d, J = 6.6 Hz, 3H)o 

mmm3 4 (is 3) 

4 - (2 - ( (IR) -1- (^i-7^\y>- 1 --r;v) 3i^;i/:^3;w-<f^-f;v) 




T L C : R f 0.22 (n—^^^-y-V : WM:r.^JV= 1:1); 
NMR (300 MHz, CDCI3) : 6 8.19 (d, J = 8.1 Hz, IH), 7.86 (m, IH), 7.81 (d, J = 
7.8 Hz, IH), 7.55-7.42 (m, 4H), 7.27-7.17 (m, 2H), 6.96-6.94 (m, 2H), 6.78 (m, IH), 
15 6.69 (m, IH), 6.63 (m, IH), 6.11 (m, IH), 6.02 (m, IH), 2.83-2.73 (m, 2H), 2.35-2.28 
(m, 2H), 1.98-1.88 (m, 2H), 1.78 (d, J = 6.6 Hz, 3H)o 
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mmm 34 ( 1 6 4 ) 

4- (2 - ( (IR) -1- :x:.9-JVtiJW'^^4)V) 

r'^cooH 




TLC : Rf 0.25 (n-^=^-y-> :|^m:3^5^;^= 1 : 1) ; 
NMR (300 MHz, CDCI3) : 6 8.19 (d, J = 8.1 Hz, IH), 7.87 (m, IH), 7.81 (d, J = 
7.8 Hz, IH), 7.57-7.42 (m, 4H), 7.22-7.15 (m, 2H), 6.95-6.91 (m, 2H), 6.64 (m, IH), 
6.51-6.49 (m, 2H), 6.10 (m, IH), 6.01 (brd, J = 8.4 Hz, IH), 3.75 (s, 3H), 2.85-2.70 
10 (m, 2H), 2.34-2.28 (m, 2H), 1.97-1.88 (m, 2H), 1.77 (d, J = 6.6 Hz, 3H) o 

mmms 4 (i 6 5) 

3- (2- ( (3-p<5^;V-l- (3, 5 -S^p<^;i/7 3^-;i/) ::^5^;v) 

;w^^-r;v) -4- (4-^nD-2, 6 -s^7;v:rn^>s;';p:r=3r^) :7 
15 3^n;v) rn^i>^ 
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3 4 ( 1 6 6) 

3- (2- ( (3 1- (3, 5—y?i9-jvy:c—ji^) y^-ji^) ti 

,COOH 




T L C : R f 0.62 D D : ^ y — ;i/= 9:1) 



mmm 34 ( 1 6 7 ) 

3- (2- ( (3-p<5^;i/- 1- (3, S-S^pi^^;!/^^:-;!/) 5b 

;WN"^>f;i/) -4 - (4-^nD-2-p< h^^i/^vs?;!/;^^^^^) :7j:n;p) 
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COOH 




TL C : Rf 0.62 (^nn7j^;i/A : p«^57y~;i/= 9 : 1) o 

mmm 34 ( 1 6 8 ) 

3- (2- ( (3-^5^;i/-i- (3, 5 ;v) y'^jv) 
;wt^-r;v) -4- (4-^g^;i/-3-^ h^s>'^>i^;i/:t:3ps^) 




TL C : Rf 0.62 (^nD7fc;i/A : ;V= 9 : 1) o 

«^J3 4 ( 1 6 9) 

3- (2- ( (3-^^;i'-i- (3, s-s^pi^^-;^^^!— ;v) :^ 
;wt^-f;i/) -4- (2-^^;^-4-^ h^S>^>i^;i/;t=^S/) 
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COOH 




TL C : Rf 0.62 (^Dni}^;i/A : 9 : 1) o 



#113 4 ( 1 7 0) 



5 4- (2- (3-p«^;v- 1 :^;WN"^-r;v) -4->'rc 



COOH 




10 



TL C : Rf 0.31 (n-^^-y-> : i^^^5^>'V= 1 : 1) ; 
N M R (300 MHz, CDCI3) : d 0.97 (d, J = 6.32 Hz, 6H), 1.74 (m, 5H), 2.29 (m, 
2H), 2.71 (m, 2H), 5.20 (m, IH), 5.97 (d, J = 8.52 Hz, IH), 6.96 (m, 4H), 7.14 (m, 
2H), 7.31 (m, 7H)o 



,#0 3 4 ( 1 7 1) 



4- (2 - ( (IR) -1- {±y^\yl^~l-^)V^ M 
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-4- {2-y)\/:tuy:nje^i/) :7^-;i/) :f^:^m 

F 



TLC : Rf 0.24 (n-^^-y-> : M3i5^;i/= 1 : 1) ; 
NMR (300 MHz, CDCI3) : 6 8.18 (m, IH), 7.86 (m, IH), 7.80 (d, J = 8.0 Hz, IH), 
7.56-7.41 (m, 4H), 7.18-7.03 (m, 4H), 7.01 (m, IH), 6.92 (d, J = 2.8 Hz, IH), 6.85 
(dd, J = 8.5, 2.8 Hz, IH), 6.13-6.04 (m, 2H), 2.83-2.67 (m, 2H), 2.38-2.20 (m, 2H), 
1.94-1.86 (m, 2H), 1.76 (d, J = 6.3 Hz, 3H)o 

mmm 34 (172) 

4 - (2 - ( (IR) -1- {±yifvy-i-^)\/) rc5=-;i/:tf;wt^-r;v) 

a 



TLC:Rf 0.15 : mm^^J\y= 1 : 1) ; 

N M R (300 MHz, CDCI3) : <^ 1.36 (m, 6H), 1.84 (m, 9H), 2.28 (m, 2H), 2.72 (m, 

2H), 4.12 (m, IH), 6.07 (m, 2H), 6.81 (m, 2H), 7.09 (d, J = 8.24 Hz, IH), 7.54 (m. 
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4H), 7.85 (m, 2H), 8.23 (d, J = 8.52 Hz, lH)o 

4 - (2 - ( (IR) -1- (:^:7^l/>- i--r;i/) :3:^5^;i/*;wN"^'f;i/) 




TLC : Rf 0.45 (^nn5i^;VA : pi^J^y— ;i/= 9 : 1) ; 

N M R (300 MHz, CDCI3) : 6 1.1 A (d, J = 6.87 Hz, 3H), 1.86 (m, 2H), 2.19 (m, 
2H), 2.73 (m, 2H), 6.10 (m, IH), 6.58 (d, J = 8.52 Hz, IH), 6.91 (d, J = 8.24 Hz, IH), 
10 7.02 (m, 3H), 7.19 (m, IH), 7.49 (m, 4H), 7.69 (m, IH), 7.77 (d, J = 8.24 Hz, IH), 
7.84 (m, IH), 8.08 (m, IH), 8.21 (d, J = 8.24 Hz, lH)o 

^1^^13 4 (1 7 4) 

4- (2 - ( (IR) -1- — r;i/) 3i^;i/^7;w\'^'i';i/) 
15 -4- (2-T-fe5=-;v:7 3^y^>» 7:n-;i/) y^^i^m 

r^COOH 
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TLC : Rf 0.45 (^'nD7jx;VA : p<^y~;i/=9 : 1 ) ; 
N M R (300 MHz, CDCI3) : 6 1.77 (d, J = 6.04 Hz, 3H), 1.90 (m, 2H), 2.29 (m, 
2H), 2.55 (s, 3H), 2.76 (m, 2H), 6.12 (m, J = 6.04 Hz, 2H), 6.83 (m, J = 8.24 Hz, IH), 
6.90 (m, IH), 6.96 (d, J = 2.7 5 Hz, IH), 7.15 (m, 2H), 7.45 (m, 5H), 7.79 (m, 2H), 
7.86 (m, IH), 8.20 (d, J = 7.97 Hz, lH)o 

mmm3 4 (175) 

4- (2- (1- rDbvi/:i?;w^^^-r;i/) -4- 



TLC : Rf 0.12 (n-^^i^> : Ma::5=-;i'= 1 : 1) ; 
N MR (300 MHz, CDCI3) : d 1.08 (t, J = 7.42 Hz, 3H), 1.89 (m, 2H), 2.20 (m, 4H), 
2.73 (m, 2H), 5.96 (m, 2H), 6.93 (m, 4H), 7.13 (m, 2H), 7.32 (m, 2H), 7.51 (m, 4H), 
7.80 (m, IH), 7.87 (m, IH), 8.26 (d, J = 8.24 Hz, IH) o 

mmm 34 ( 1 7 6 ) 

4- (2- (1- a-y-s^iyiy-i — f;i/) y'^jv-fyjw'i'^^ jv) -4-7 
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TL C : Rf 0.12 (n-^^-y-> : @^^j:5=-;1/= 1 : 1) ; 
NMR (300 MHz, CDCI3) : d 1.01 (m, 3H), 1.52 (m, 2H), 1.87 (m, 2H), 2.05 (m, 
2H), 2.25 (m, 2H), 2.72 (t, J = 7.69 Hz, 2H), 6.00 (m, 2H), 6.94 (m, 4H), 7.12 (m, 
5 2H), 7.32 (m, 2H), 7.50 (m, 4H), 7.80 (m, IH), 7.86 (m, IH), 8.27 (d, J = 8.52 Hz, 
lH)o 



MS 4 (17 7) 



4- (2- ( (3-p<^;i/-l- y^j]/) 
10 ^-r;i/) -4-:7aiy=ar$/7:c-;i/) :r^>^ 



COOH 




TLC : Rf 0.18 (n-^:^-y-> : ®^^a::5=-;i/=2 : 1) ; 

NMR (300 MHz, DMSO-dfi) : 6 8.99 (d, J = 8.1 Hz, IH), 8.18 (d, J = 8.7 Hz, IH), 

7.94 (m, IH), 7.80 (d, J = 7.8 Hz, IH), 7.62-7.38 (m, 6H), 7.24 (d, J = 8.7 Hz, IH), 
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7.16 (m, IH), 7.05-7.02 (m, 2H), 6.98 (dd, J = 8.1, 2.4 Hz, IH), 6.88 (d, J = 2.4 Hz, 
IH), 5.85 (m, IH), 2.68-2.50 (m, 2H), 2.10-2.05 (m, 2H), 1.90-1.65 (m, 4H), 1.56 (m, 
IH), 1.06 (d, J = 6.6 Hz, 3H), 0.89 (d, J = 6.3 Hz, lH)o 

mmms 4 (its) 

4- (2- ( (3-^5^;i/-l- (4-:7;i/;tD-3-^5^;i/:7 3i-;i/) 

r'^cooH 



TLC : Rf 0.16 (n-^^-y-> : Mjz5^;1/=2 : 1) ; 
NMR (300 MHz, DMSO-d,,) -.6 8.73 (d, J = 8.7 Hz, IH), 7.43-7.37 (m, 2H), 
7.24-7.13 (m, 4H), 7.07-6.95 (m, 4H), 6.83 (d, J = 2.4 Hz, IH), 4.95 (m, IH), 2.61- 
2.54 (m, 2H), 2.18 (brs, 3H), 2.08-2.03 (m, 2H), 1.75-1.53 (m, 4H), 1.39 (m, IH), 
0.89 (d, J = 6.0 Hz, 3H), 0.87 (d, J = 6.3 Hz, 3H)o 

mmm 34 (179) 

3- (2- ( ( (IR) -3_^5^;i/-i_ (3^ 5 _.j^^^;^-7 ^ 

'^^)\^^ *;w\"^-r;i/) -4- (3-;^ h^^s^^o^y^s/) 7 3^r^;i/) 
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TLC : Rf 0.52 (^UU^^;]yA : J—)\^= 10:1) ; 
NMR (300 MHz, CDCI3) : 6 0.96 (d, J = 6.32 Hz, 3H), 0.97 (d, J = 6.32 Hz, 3H), 
1.75 (m, 5H), 2.30 (m, 2H), 2.29 (s, 6H), 2.73 (t, J = 7.69 Hz, 2H), 3.78 (s, 3H), 5.13 
5 (m, IH), 5.94 (d, J = 8.52 Hz, IH), 6.56 (m, 2H), 6.66 (m, IH), 6.95 (m, 5H), 7.19 
(m, 2H)o 

3 4 (1 8 0) 

3- (2- ( ( (IR) -3-pi5=-;V- 1- (3, 5-$^p?g^;V7ji-;v) 

10 zr^)^^ >f7;w^^^-r;i/) -4 -^^^y^^^^x.— ;i/) -yxD^^^Wi 

^COOH 




T L C : R f 0.57 (J^-fb;^ 5^1/ > J — ;i/= 9:1); 

NMR (300 MHz, CDCI3) : 6 7.40-7.30 (m, 2H), 7.17 (d, J = 8.1 Hz, IH), 

7.16-7.09 (m, IH), 7.04-6.82 (m, 7H), 6.19 (d, J = 8.4 Hz, IH), 5.13 (q, J = 8.4 Hz, 
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IH), 3.08-2.92 (m, 2H), 2.71 (t, J = 6.9 Hz, 2H), 2.29 (s, 6H), 1.80-1.50 (m, 3H), 
0.96 (dd, J = 6.3, 1.8 Hz, 6H)o 

mmm3 4 (isi) 

5 3 - (2- ( ( (IR) -3-p<5^;v-l- (3, 5-i^?^^)Vy:r,-;]y) 

y^^ji) :^;w^^^-r;i/) -4- (^vv'^^t^/— ;i/-2--r;i/) ::r^s/7ic 




TLC : Rf 0.55 (^nD5}N;i/A : ;><^y--;i/=9 : 1) ; 
10 N M R (300 MHz, CDCI3) :6 0.96 (d, J = 6.32 Hz, 3H), 0.97 (d, J = 6.32 Hz, 3H), 
1.68 (m, 3H), 2.28 (s, 6H), 2.68 (m, 2H), 3.01 (m, 2H), 5.14 (m, IH), 6.64 (d, J = 
8.24 Hz, IH), 6.88 (s, IH), 6.95 (s, 2H), 7.34 (m, 5H), 7.69 (m, 2H)o 

mmm3 4 (is 2) 
15 3- (2- ( (4- (3, 5 -$^^5^;i/7 3:-;v) t FDtr^>-4- 
^;i/) :i7;wi^'i';i/) -4->'a^y^sx>'i.— ;i/) yu^^^m 
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TLC : Rf 0.35 (n-^^1)-> '.Wm^^'^J^ :WfM= 1 0 0:1 0 0:1); 
N M R (300 MHz, DMSO-dg) : d 1.89 (m, 2H), 2.20 (s, 6H), 2.35 (m, 2H), 2.46 (m, 
J = 7.48 Hz, 2H), 2.84 (t, J = 7.48 Hz, 2H), 3.68 (m, 4H), 6.81 (s, IH), 6.91 (d, J = 
5 2.75 Hz, IH), 7.02 (m, 5H), 7.17 (m, IH), 7.30 (d, J = 8.52 Hz, IH), 7.41 (m, 2H), 
8.55 (s, IH), 12.10 (s, lH)o 

3 4 (1 8 3) 

3- (2- ( (4- (3, 5 -^p<5^;i/:7^^;i/) ^^-t fdi^-^>-4 - 
10 :5b;wt^^;i/) - 4-^>i^)]/:t^^y yu7^>m 

^COOH 




TLC : Rf 0.47 (^nDP^;i/A : p<^y— ;i/=9 : 1) ; 
N M R (300 MHz, CDCI3) : 6 2.22 (m, 2H), 2.32 (s, 6H), 2.44 (m, 2H), 2.67 (t, J 
= 7.28 Hz, 2 H), 2.95 (t, J = 7.28 Hz, 2H), 3.77 (m, 2H), 3.92 (m, 2H), 5.07 (s, 2H), 
15 6.35 (s, IH), 6.90 (s, IH), 6.98 (dd, J = 8.50, 2.75 Hz, IH), 7.04 (d, J = 2.75 Hz, IH), 
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7.07 (s, 2H), 7.18 (d, J = 8.50 Hz, IH), 7.39 (m, 5H)o 

mmm3 4 (is 4) 

3- (2- ( (4- (3, 5 -^p<9=-;V:7ac-;i/) ^'l— t KDl^^>-4- 
5 -iJV) :±j;w?^-f -4- (2 -i:7DD- 6 -7;i':2rn^>'>:^;i':t^i/) 




TLC : Rf 0.46 (^nD:!}N;i/A : pi^y— 9 : 1) ; 
NMR (300 MHz, CDCI3) : 6 2.23 (m, 2H), 2.32 (s, 6H), 2.47 (m, 2H), 2.68 (t, J 
10 = 7.28 Hz, 2 H), 2.96 (t, J = 7.28 Hz, 2H), 3.87 (m, 4H), 5.19 (d, J = 1.92 Hz, 2H), 
6.41 (s, IH), 6.90 (s, IH), 7.06 (m, 5H), 7.22 (d, J = 8.50 Hz, IH), 7.31 (m, 2H)o 

mmm 34 (i 8 5 ) 

3- (2- ( (4- (3, 5 -S^p«5^;i/:7 3i:n;v) 71— t h'D If^ >- 4 - 

15 -r;v) :^;v^N*^-r;i/) -4- (2, 3, 6- h >';i/:^D^>s^;i/:t=^:j^) 
7 31— 7°D7N°>^ 
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COOH 




TLC : Rf 0.40 (^nD5jt;i/A : ;i/=9 : 1) ; 

N M R (300 MHz, CDCI3) : 6 2.23 (m, 2H), 2.32 (s, 6H), 2.47 (m, 2H), 2.67 (t, J 
= 7.28 Hz, 2H) 2.96 (t, J = 7.28 Hz, 2H), 3.85 (m, 4H), 5.13 (s, 2H), 6.49 (s, IH), 
5 6.90 (m, 2H), 7.00 (dd, J = 8.52, 2.75 Hz, IH), 7.06 (d, J = 2.75 Hz, IH), 7.08 (s, 
2H) 7.20 (m, IH), 7.20 (d, J = 8.52 Hz, lH)o 



mmm 34 ( 1 8 6 ) 

3- (2- ( ( (IR) -3-^5^;V-l- (3, 5 

^COOH 



TLC : Rf 0.40 (i^Dn/}^;i/A : pii^y— ;i/= 9 : 1) ; 

N M R (300 MHz, CDCI3) : d 0.98 (d, J = 6.32 Hz, 6H), 1.67 (m, 3H), 2.31 (s, 6H), 

2.69 (m, 2H), 2.95 (m, 2H), 5.04 (s, 2H), 5.14 (m, IH), 6.24 (d, J = 8.52 Hz, IH), 
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6.90 (s, IH), 6.96 (m, 4H), 7.17 (m, IH), 7.37 (m, 5H) o 

mmm 34 (is?) 

3- (2- ( ( (IR) -3-;^^;V-l- (3, 5 

7 31— zrun>m. 




TLC : Rf 0.40 (^Dn*:;VA : ;V=9 : 1) ; 

N M R (300 MHz, CDCI3) : 6 0.98 (m, 6H), 1.70 (m, 3H), 2.30 (s, 6H), 2.70 (m, 
10 2H), 2.97 (m, 2H), 5.15 (m, 3H), 6.28 (d, J = 8.79 Hz, IH), 6.90 (s, IH), 6.94 (s, 2H), 
7.03 (m, 3H), 7.21 (d, J = 8.52 Hz, IH), 7.29 (m, 2H)o 

^ife^J3 4 (1 8 8) 

3- (2- ( (4- (i-y^v^-l — 7^^— t h'ni^^>-4— r;v) 
15 :t?;v/-^'^'f ;v) - 4-y ^->y ^=-J^) y°t2n>m 
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TLC:Rf 0.50 (^^nD7j^;i/A : ;v= 9 : 1) ; 

NMR (300MHz,CDCl3) : 6 2.49 (m, 4H), 2.83 (m, 4H), 3.92 (m, 4H), 6.88 (s, 
IH), 6.98 (m, 4H), 7.19 (m, 3H), 7.34 (m, 3H), 7.48 (t, J = 7.82 Hz, IH), 7.72 (d, J = 
5 6.59 Hz, IH), 7.78 (d, J = 8.24 Hz, IH), 7.86 (dd, J = 8.24, 1.37 Hz, IH), 8.33 (d, J = 
8.52 Hz, lH)o 

mmms 4 (i s 9) 

4- (2- ( (4- (i-y^\y>-l — f;i/) Z'^— t FDl:f^>-4— f ;i/) 
10 >?7;W^^-f ;i/) -4->'a^y=^S/7 3ir::;V) y'^i^M 

r^^cooH 




TLC : Rf 0.29 (n-^^-^y : : i^^= 5 0:5 0:1) ; 

NMR (300 MHz, DMSO-dfi) : 6 1.56 (m, 2H), 1.91 (t, J = 7.55 Hz, 2H), 2.08 (m, 
2H), 2.35 (m, 2H), 2.77 (m, 2H), 3.82 (m, 4H), 6.73 (d, J = 2.47 Hz, IH), 6.99 (m, 
15 3H), 7.16 (m, 3H), 7.39 (m, 3H), 7.47 (d, J = 7.69 Hz, IH), 7.63 (d, J = 7.42 Hz, IH), 
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7.78 (d, J = 8.24 Hz, IH), 7.89 (d, J = 7.14 Hz, IH), 8.61 (d, J = 8.79 Hz, IH), 9.06 (s, 
lH)o 

mmm3 4 (i 9 o) 

5 4-(2-((4-(3, 5--y:^^)l^y ^1— t ti'^ >- 4 - 




TLC : Rf 0.35 (n-^^-y-> : : 5 0:5 0:1) ; 

NMR (300 MHz, DMSO-d^) : 6 1.72 (m, 2H), 1.88 (m, 2H), 2.11 (t, J = 7.55 Hz, 
10 2H), 2.21 (s, 6H), 2.38 (m, 2H), 2.59 (m, 2H), 3.63 (m, 2H), 3.74 (m, 2H), 6.82 (s, 
IH), 6.90 (d, J = 2.75 Hz, IH), 7.01 (m, 3H), 7.07 (m, 2H), 7.17 (m, IH), 7.25 (d, J = 
8.52 Hz, IH), 7.42 (m, 2H), 8.51 (s, lH)o 

mmm3 4 (i 9 i) 

15 3- (2- ( ( (IR) -3-p<^;i/-l- (3, 5-i^^^;]yya^-;v) 
:7"^;i/) :ij;WN^^^;V) - 4- (2, 3, 6-hVy)]y:tti^>i^)]y:t^-» 
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COOH 



F. 



TL C : Rf 0,49 (^nD^;i/A : 9 : 1) ; 

N M R (300 MHz, CDCls) : 6 0.97 (m, 6H), 1.68 (m, 3H), 2.30 (s, 6H), 2.69 (m, 
2H), 2.95 (m, 2H), 5.11 (s, 2H), 5.17 (m, IH), 6.27 (d, J = 8.52 Hz, IH), 6.93 (m, 
5 6H), 7.17 (m, 2H)o 

»#^J 5 5 

7 -:7^D^p<5^;i/^'-TU > 



10 7-p<9^;i/^-=^U> (5 0g) (D-r^h—hVJV (1.2L) mmz.^ N-:7- 

(5 1 omg) mn^. \^U7 8^01^3 o^mmwvTzo Kmmm^^v. 
7ic (1 L) ^m^s m^^^Mvx. nj^yommu^^ir^hmmh^^ (7 

6 g) ^#feo 

15 N M R (300 MHz, CDCI3) : d 7.69 (d, 9.6 Hz, IH), 7.46 (d, J = 8.1 Hz, IH), 7.34 
(d, J = 1.8 Hz, IH), 7.30 (dd, J = 8.1, 1.8 Hz, IH), 6.43 (d, 9.6 Hz, IH), 4.52 (s, 2H)o 

###0 5 6 

7- (2, 5-i^y;i:^uya^y^:^i^^^j]y) ^vUV 
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##^J5 5-eM3ibfe<b-^ (4 0g) s 2, d-S^yMtiyazy'-'jv 
(21.8g:) . mmi:}V^I^ (46Ag) *DMF (2 5 0ml) {C^^U 6 0°C 

^^mvtcio mi^^m^iyXSikT(Dm&.m^m-r^mm^h^ (43.9g) §f# 

fee 

N M R (300 MHz, DMSO-d^) : 6 8.05 (d, J = 9.6 Hz, IH), 7.74 (d, J = 7.8 Hz, IH), 
7.46 (brs, IH), 7,41 (brd, J = 7.8 Hz, IH), 7.32-7.18 (m, 2H), 6.78 (m, IH), 6.49 (d, J 
= 9.6 Hz, IH), 5.30 (s, 2H)o 

^mm5 7 

3- (2 -t h'D^$^-4- (2, 5-S^7;i';^D7^y'=3Ei^^5:-;V) 



##^0 5 6-^M3tbfeYb^% (43.9 g) ##^J4 2 ^l^^0JSf^ 

^fT^feoT^ OTC>timit^*1~^^^M<b'^^ (46.5g) ^f#feo 
N M R (300 MHz, DMSO-d^) : 6 10.4 (s, IH), 7.84 (d, J = 16.2 Hz, IH), 7.64 (d, 
J = 7.8 Hz, IH), 7.26 (m, IH), 7.16 (m, IH), 6.98 (s, IH), 6.89 (d, J = 7.8 Hz, IH), 
6.77 (m, IH), 6.61 (d, J = 16.2 Hz, IH), 5.15 (s, 2H), 3.70 (s, 3H)o 




■^m5 8 
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3- (2-11 KD:3{^$x-4- (2, 5-t^>';i/:rD7 j:y=3p.s^^5^;i/) y :r. 



##^J5 TT-M^gbJ^fb^t; (46.5 g) ^ffiV^-t^ ^Jfe^J 2 4 
5 ^fr^oT. J^TcDtl'l4fit^^1-^^®^b^tl (23.6 g) ^f#feo 

N M R (300 MHz, CDCI3) : 6 7.20 (s, IH), 7.10 (d, J = 7.8 Hz, IH), 7.01 (ddd, J 
= 10.5, 9.0, 5.4 Hz, IH), 6.96-6.91 (m, 2H), 6.71 (m, IH), 6.58 (m, IH), 5.03 (s, 2H), 
3.70 (s, 3H), 2.92-2.88 (m, 2H), 2.74-2.70 (m, 2H)o 

10 ##^'J 5 9 

3- (2-:^;V:^'^5x-4- (2, % -Vy )\y-^uy ^t/ 7 



##^J5 STMJItLfe^fb-^ (2 5 Omg) ##^J4 4-^## 

15 ^J4 5 ^|5l^CDM#^ff ^ot. ^i^TO^'M^^-r^^m-^tJ (193 
mg) ^t#}feo 

N M R (300 MHz, CDCQ : 6 8.11 (d, J = 1.8 Hz, IH), 7.59 (dd, J = 8.1, 1.8 Hz, 
IH), 7.38 (d, J = 8.1 Hz, IH), 7.04 (ddd, J = 10.5, 9.0, 5.1 Hz, IH), 6.74 (ddd, J = 9.6, 
6.6, 3.0 Hz, IH), 6.62 (m, IH), 5.11 (s, 2H), 3.67 (s, 3H), 3.38-3.33 (m, 2H), 2.74- 




O 
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2.69 (m, 2H)o 
^^J3 5 

3- (2- ( (3-^^)]y- 1- (3, 5-i^;^5=-;i/:7air:;i/) y^^^V) 

5 -4- (2, 5 -i?7;i/:tn7a^y =3p5yp<^;i/) ;v) r 




10 m^ntdo 

TLC : Rf 0.51 (^nD5fc;VA : ;V= 10:1) ; 

NMR (300 MHz, CDCI3) : 6 0.99 (d, J = 6.32 Hz, 6H), 1.70 (m, 3H), 2.31 (s, 6H), 
2.72 (t, J = 7.00 Hz, 2H), 3.03 (m, 2H), 5.06 (s, 2H), 5.16 (m, IH), 6.31 (d, J = 8.24 
Hz, IH), 6.61 (m, IH), 6.73 (m, IH), 6.90 (s, IH), 6.96 (s, 2H), 7.04 (m, IH), 7.29 (d, 
15 J = 8.24 Hz, IH), 7.41 (m, 2H) o 

^mm 6 0 

3- (2- h ';:7;i/:rD^^>x;i'5j^^sy-4- (b°^ v^— 1 --f 
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COOCH 



13 



3- (2-t FD:3p>>-4- (}f^^J-Jl-l->(j],^^;v) 

y'uj-^>m^^jva^:7.y-)p (i.oog) ^m^^x. ##^H 4 hmmomi'p^n 

NMR (300MHz,CDCl3) : <^ 7.57 (m, IH), 7.42 (d, J = 2.1 Hz, IH), 7.32 (d, J = 
8.1 Hz, IH), 7.12 (d, J = 8.1 Hz, IH), 7.04 (s, IH), 6.32 (t, J = 2.1 Hz, IH), 3.67 (s, 
3H), 3.02 (t, J = 7.5 Hz, 2H), 2.64 (t, J = 7.5 Hz, 2H)o 

^^J3 6 

3- (2- (5-:7ai-;i/- 1 -^>^-;i/) -4- (b°^y— 1 — f 



T;i'rf>#HMTs ##^J6 OX^Vrc^h-^m (3 0 Omg) OBMF 
(3ml) mm^. 5 -:73c-;v- i -y^^y^y ( i g Smg) , ( h ij 
» 7^°^i?r>AS;'^D U F (5 4mg) . B^^^tii^ (4 4 
mg) . 3r>>fb7" h-^7>;i/:P>^-e7A (8 4 8ing) :^^V^h V 3:-^;]^ 

(0.6ml) ^ja;t> ^ux-mmwLt^o ^}iBm-^i^7kmuK.s m 
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Mb-c. liTfcommu^mir^mm^h-^m (i2 8mg) ^mzo 

N M R (300 MHz, CDCI3) : 6 7.55 (d, J = 2.1 Hz, IH), 7.37 (d, J = 2.1 Hz, IH), 
5 7.32-7.16 (m, 7H), 7.05 (dd, J = 7.8, 1.8 Hz, IH), 6.28 (t, J = 2.1 Hz, IH), 5.26 (s, 
2H), 3.62 (s, 3H), 3.08 (t, J = 7.5 Hz, 2H), 2.78 (t, J = 7.5 Hz, 2H), 2.65 (t, J = 7.5 Hz, 
2H), 2.44 (t, J = 7.5 Hz, 2H), 1.97-1.87 (m, 2H)o 

mmms i 

10 3- (2- (5 -:7a^~;i/^>g^;]/) - 4- 1 — T 




mmm3 6-7:mMLtc^h-^m (soomg) ©p?^^-;!/ (smi) mm 
15 ^#bfeo ^mm-^m^^^-f h mmmm 5?©u a^^^a^bfeo m 
;i/ (2ml) ^mxs mMr^—mmwvr^o ^mmm^iNmmx-^mi.. 

20 mmi^x. u:xy(Dmmu^^-r:6mmfihmo (2 2 0mg) ^mzo 

TLC : Rf 0.50 (n-^:3p-y-> :i^^ai5=-;V= 1 : 2) ; 
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N M R (300 MHz, CDCI3) : 6 7.54 (d, J = 2.1 Hz, IH), 7.35 (d, J = 2.1 Hz, IH), 
7.30-7.25 (m, 2H), 7.19-7.11 (m, 4H), 6.99-6.96 (m, 2H), 6.27 (t, J = 2.1 Hz, IH), 
5.26 (s, 2H), 2.94 (t, J = 7.8 Hz, 2H), 2.63-2.55 (m, 6H), 1.70-1.52 (m, 4H), 1.45- 
1.37 (m, 2H)o 

^^J3 8 

3- (2- (S-^':!!-;!/- -4- 1 --T 




10 Tjvdiymmmrf. ##^0 6 OT^^gb^-fb-^ ( i a smg) ®dmf 

(Iml) mW.\i^. yf^u>m (1 2 9mg) . ^h^^>^ ( h U :7 3^— ;i/7fc 
x:7^» y'^^e^r^A (3 9mg) *5J;tKU >^:^3 U e^A (1 4 4mg) § 

Sa;t. 8 0°C-t!2B$r^31#bfco ^mU-^m^iyK^m^. S^^3i5=-;VTjfiffi 

15 ai^bfeo a^^->U>by;v:^3^A^D x'h^^:7^--e)liMbT. OT© 

«fg^#-r^^M{b'^tJ (1 3 Img) §f#feo 

N M R (300 MHz, CDCI3) : 6 7.54 (m, IH), 7.38 (d, J = 2.1 Hz, IH), 7.32-7.16 (m, 
6H), 7.11 (d, J = 7.8 Hz, IH), 7.01-6.97 (m, IH), 6.57 (d, J = 15.6 Hz, IH), 6.27(t, J 
= 2.1 Hz, IH), 6.13-6.03 (m, IH), 5.27 (s, 2H), 3.65 (s, 3H), 2.97 (t, J = 7.8 Hz, 2H), 
20 2.67 (t, J = 7.8 Hz, 2H), 2.54 (t, J = 7.8 Hz, 2H), 2.30-2.22 (m, 2H), 1.86-1.75 (m, 
2H)o 
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rnmms 9 ( p -3 9 (2) 



»I^J3 9 (1) 

3- (2- (5-7a^— i-^>5=--;v) -4- 
^'jzn;!/) yti^-^>m 

^COOH 



10 TLC : Rf 0.45 (ii-^^^it^ : @^^j:5^;1/= 1 : 2) ; 

N M R (300 MHz, CDCI3) : 6 7.54 (d, J = 2.1 Hz, IH), 7.38 (d, J = 2.1 Hz, IH), 
7.32-7.27 (m, 3H), 7.22-7.18 (m, 4H), 7.05 (dd, J = 8.1, 2.1 Hz, IH), 6.28 (t, J = 2.1 
Hz, IH), 5.25 (s, 2H), 3.09 (t, J = 7.8 Hz, 2H), 2.80-2.68 (m, 4H), 2.44 (t, J = 6.9 Hz, 
2H), 1.97-1.87 (m,2H)o 

15 

mmms 9 (2) 

3- (2- (5-y^—J\y-l-^yy^^J]y) -4- (\f^^J~-J]y-l — f 

:7;c-;i/) :7°n/i>^ 
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COOH 




TLC : Rf 0.50 (n-^=3p-i^> : i^^ai5=-;i/= 1 : 2) ; 
N M R (300 MHz, CDCI3) : 6 7.55 (d, J = 2.1 Hz, IH), 7.38 (d, J = 2.1 Hz, IH), 
5 7.31-7.27 (m, 3H), 7.21-7.11 (m, 4H), 6.99 (dd, J = 8.1, 2.1 Hz, IH), 6.57 (d, J = 
15.6 Hz, IH), 6.27 (t, J = 2.1 Hz, IH), 6.08 (dt, J = 15.6, 6.9 Hz, IH), 5.28 (s, 2H), 
2.98 (t, J = 8.1 Hz, 2H), 2.70-2.56 (m, 4H), 2.30-2.22 (m, 2H), 1.86-1.76 (m, 2H) o 

1 

10 3- (4- (tr^v^— — f;i/^5=-;v) -2-\i]^t2^sy^^;v7 3:.:^ 



3- (4- (if'^^Z— — r;v^^;v) -2-iiJ]yyi^^^y3:.^j]y) 

yuJi>m^^)^^:^^^^ (6 0 0mg) ®^7KTHF (8.0ml) ^?tJ3, 
15 0 "C'??^^^ >-7^h^tFn:7^ >^#:0 T H F (3.2m 1 ) ^§?t^?gT 
mw^ 2 bfeo ^ ^ ^z-^.^>-^ h ^ ti F n :7 ^ >^f*© T H F 

(3.5ml) mm^m^^ immmwvtcio ^mmmi^^K^M^^ wm^:-^;]^ 
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5=-;!/= 1:2) -ammhX. &.T0<^mU^mir^nm.^h-^ (4 2 Omg) 

5 TL C : Rf 0.59 (^nn4^;i/A : p<^y— ;!/= 1 0 : 1) ; 

NMR (300 MHz, CDCI3) : 6 7.75 (m, IH), 7.34-7.06 (m, 4H), 6.32 (t, J = 2.4 Hz, 
IH), 5.34 (s, 2H), 4.74 (d, J = 4.8 Hz, 2H), 3.67 (s, 3HX 3.02 (t, J = 7.5 Hz, 2H), 2.70 
(t, J = 7.5 Hz, 2H), 2.23 (m, lH)o 

10 ^mm 6 2 

3- (4- (If^V^— — - 2- (1, 3-S^:^>-fV-r 



##^J6 iTTMBbife'fti-^^ (4 2 0mg) CDTHF (4ml) ^^{ci, 
0 h U ^ > (0.35m 1 ) *5 ctti^^ i?' n u K (o.i3 

ml) mu^. 3 o^mmwi^r^o Kjit^mmi^^Kmux. mi^^^^^^xmia 
20 mm\^. muxy^))/-( s.]^i3V^A (3 7 omg) ^mx. 3mmw^v 

859 
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>3 
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rommu^^ir^mmit^ (3 2 0mg) ^mtco 

5 TL C : Rf 0.63 : mm^^)l= 1:2) ; 

NMR (300 MHz, CDCI3) : 6 7.91-7.82 (m, 2H), 7.79-7.70 (m, 2H), 7.44 (m, IH), 
7.32 (m, IH), 7.15 (d, J = 7.8 Hz, IH), 7.08 (m, IH), 6.99 (m, IH), 6.20 (t, J = 2.1 Hz, 
IH), 5.23 (s, 2H), 4.89 (s, 2H), 3.69 (s, 3H), 3.17 (t, J = 7.8 Hz, 2H), 2.67 (t, J = 7.8 
Hz, 2H)o 



##^0 6 3 

3- (4- 1 - 2 -T^y 



15 ##^J6 2T^3tbfe'fb-^t; (3 0 Omg) CD 1, 2 -S;^^7 p poi^ >( 1 
m 1 ) :j3 cfctf pi ^ ;i/ (1ml) m^iz^ MUX t F ^ > 1 (0.043 

ml) ^m^. 6 ccT'-^^^bfeo Rji^^mm^mu^x^m^. ^iz^ 
mm:y:-^j]yxmmhrzo mmm^mmhxs- (4- (i-tf^^/-;v 
-2 -T^y^5^;i/7j^r:;i/) yu;^>m^nr^o 7Km 

xmrn^h-^m^mtzo n^titz^h^m^^t)-^. mum (5 mi) ^mx.x 
1 0 o'cxim^m^htco ^ji^^mm^^v. h;i/3i>^^bTj^;T©i^ 
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TLC : Rf 0.09 (^Uti-^^JIA : p<^y— ;i/= 10:1) ; 
N M R (300 MHz, CDCI3) : <^ 8-24 (m, 3H), 7.81 (d, J = 2.1 Hz, IH), 7.46 (d, J = 
2.1 Hz, IH), 7.38 (m, IH), 7.27 (d, J = 7.8 Hz, IH), 7.16 (m, IH), 6.28 (t, J = 2.1 Hz, 
5 IH), 5.30 (s, 2H), 4.12-4.00 (m, 2H), 2.87 (t, J = 4.5 Hz, 2H), 2.62-2.40 (m, 2H) o 

mmm4 o 

3- (4- (b°^v'— 1 --r;v^5=-;v) -2- (i-y^u>-2-4Ji^ 

^COOH 



10 




0^m6 Sum^VTc^t^ (9 0mg) omt^^-uy (4ml) mW. 
IZ, 0°CT b > (0.13ml) ^^V^ 2- i-y^ly>i:3 Jlyf^>m^ 

u^^ F (6 5mg) ^m^. cc-es Oi^mmwi^r^o s.jiK^mm^2Nm. 
^ ^ y — ;v= 10 0:1) x-mmvx. iiiT(Dmmu^^-r^mm.<h^^ (4.5 

mg) ^#feo 

TLC : Rf 0.40 (^DD5^c;i/A : ^^y— ;V= 10:1) ; 
NMR (300 MHz, DMSO-dg) : 6 9.10 (t, J = 6.3 Hz, IH), 8.48 (s, IH), 8.33-7.84 
20 (m, 4H), 7.77 (d, J = 2.1 Hz, IH), 7.68-7.55 (m, 2H), 7.39 (d, J = 2.1 Hz, IH), 7.28- 
7.12 (m, 2H), 7.04 (d, J = 8.4 Hz, IH), 6.21 (t, J = 2.1 Hz, IH), 5.28 (s, 2H), 4.54 (d, 
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J = 6.3 Hz, 2H), 2.93 (t, J = 7.6 Hz, 2H), 2.64-2.40 (m, 2H)o 

3- (4- (if^^/— 1 — r;i/p<5=-;i/) -2- (4-^>^/-i';i/tf^^ 

5 t^>-l-^JV) -Ps^^J]/) yu^ym:r.^JV:c,X5^;]y 




(6 Omg-) ^^rf:2 -t^->^u^^iy)lyn^:;!^y ^ J -2' - (N, N-:^p< 
tf:7ai-;i/ (4 8mg) ©$<?;r=3M^> (3ml) 43J:t>*t-:r 
10 (3ml) mmiz^ mm'iz-y^A (5 9 8mg) . 3- (2-3- 

F-4- (l:f^^/— — :7a^-;]y) :7-D^>^(5 0 0m 
g) *5J:tFlf-^-^i^> (2 2 6mg) 1 0 0°CT- 5^^m#bfco 

T;l/rf>#HMT^ ^S^i^'fbp^^^-l/V (2ml) fc^^^U 0°CT^> 

'j^ji^uv F (0.15ml) *3c^t5i:fus^> (0.4ml) ^m^. mux 2m 

^ (3 0 6mg) ^f#feo 
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TLC : Rf 0.45 : Wm^^)\y= 1:2) ; 

NMR (300 MHz, CDCI3) : <5 8.00 (d, J = 16.2 Hz, IH), 7.58-7.42 (m, 8H), 6.90 
(d, J = 8.4 Hz, IH), 6.82 (s, IH), 6.38 (d, J = 16.2 Hz, IH), 6.32-6.30 (m, IH), 5.32 
(s, 2H), 4.25 (q, J = 7.2 Hz, 2H), 3.95 (m, 2H), 3.61 (m, 2H), 2.98-2.85 (m, 4H), 1.33 
5 (t, J = 7.2 Hz, 3H)o 

mmm4 2 

3- (2- (N-^>\/-i';^tf^-^s^>- 1 --r;i/) -4- (tf^^/— 
1 --r;i/p<5^;i/) :7:nr:;i/) :7°d/i>^ 



10 




T L C : R f 0.45 ; 

NMR (300 MHz, CDCI3) : ^ 7.56 (d, J = 2.1 Hz, IH), 7.43 (s, 5H), 7.39 (d, J = 
15 2.1 Hz, IH), 7.18 (d, J = 8.4 Hz, IH), 6.93-6.91 (m, 2H), 6.29 (t, J = 2.1 Hz, IH), 
5.28 (s, 2H), 3.92 (m, 2H), 3.57 (m, 2H), 2.99 (t, J = 7.8 Hz, 2H), 2.91-2.84 (m, 4H), 
2.69 (t, J = 7.8 Hz, 2H)o 



mmm4 3 
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COOCH3 



3- (2-ii\^u^->-4-y^h^i^?^ h^iy?^9-;vy:i^-)i) yn^i^ 
TLC : Rf 0.51 (^7xnu-^;]yA : pi^y— ;i/= 1 0 : 1) o 

mmm4 4 



«^J4 (6 7 2mg) (Dj<^^-JV (7ml) ^ 

^^m^Ur^A (4 7 8mg) mu^. 3^m#bfeo SmS^^g^ 

Ai!igi^^^ M^bfeo nm^?^^ ^—Mzmmv^ hv^^jvi^vjis^T 
(3ml) ^^jp;t, immmwm. mmi^tco mmizmmi^^^d^y 

(lOml) :^^V^4NmmXt^:t^^>mm (lOml) ^Mk., 2 

(i^^J^^;^ : ^dpt^>= 1 : 5^1 : 3^1 : 
mLX. OTOtJttflt^^t-^^MYb^^ (3 0 Omg) :^f#feo 
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TLC : Rf 0.26 mm^^^JV: h;^3^>=2 : 1) ; 
NMR (300 MHz, CDCI3) : <5 7.93 (s, IH), 7.85-7.74 (m, 3H), 7.71 (s, IH), 
7.58-7.34 (m, 5H), 5.35 (d, J = 15.3 Hz, IH), 4.84 (m, IH), 4.81 (s, 2H), 4.59 (d, J = 
15.3 Hz, IH), 3.58 (s, 3H), 2.84 (dd, J = 15.9, 5.4 Hz, IH), 2.62 (dd, J = 15.9, 6.9 Hz, 



mmm4 5 



mmm4 4x-m^Lrci^h^ (ssmg) ^m\^^x. mmm5->mmm6 
^l^il©g|#^^T«i^oT^ iiiTommm^m-r^mmih^m (2 9mg) ^ 

TLC : Rf 0.46 ('!7tit2 7isj]yj^ ; p<^yw_;^= 10:1) ; 

NMR (300 MHz, DMSO-d«) : 6 7.90-7.78 (m, 5H), 7.68 (d, J = 8.4 Hz, IH), 7.57 
(d, J = 7.8 Hz, IH), 7.53-7.44 (m, 2H), 7.40 (d, J = 8.4 Hz, IH), 7.34-7.25 (m, 2H), 
7.06-7.00 (m, 2H), 6.94 (m, IH), 5.22 (s, 2H), 5.21 (d, J = 15.3 Hz, IH), 4.76 (m, 
IH), 4.58 (d, J = 15.3 Hz, IH), 3.02 (dd, J = 163, 4.2 Hz, IH), 2.69 (dd, J = 16.5, 7.2 
Hz,lH)o 

mmm4 5 (i) 



5 lH)o 



10 
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2- (5- •:7 3^y^:^t^^^J],) -2- (±-7'^]y>-2—(;]y 

^COOH 



mmm4 4xMi^Lr^<h-^m:^xxf:m^i-^ih^^m\^^xmmm4 5 ^ 

TLC : Rf 0.46 (^DD5}^;i/A : p<^y— ;i/= 10:1) ; 
NMR (300 MHz, DMSO-dJ : 6 7.91-7.35 (m, 14H), 5.29 (s, 2H), 5.21 (d, J = 
15.6 Hz, IH), 4.77 (m, IH), 4.59 (d, J = 15.6 Hz, IH), 3.02 (dd, J = 16.5, 4.2 Hz, IH), 
2.69 (dd, J = 16.5, 7.2 Hz, lH)o 

mmm45 (2) 

2- (5- (t^-^^/— 1 — r;!/^?^^;!/) - 2- (•^'7 3^]y>-2-^ ;\y 

^COOH 
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TLC : Rf 0.27 (^UUTt.JlA : ^^y— ;i/= 10:1) ; 
NMR (300 MHz, CDCI3) : 6 7.84-7.62 (m, 5H), 7.57-7.33 (m, 7H), 6.30 (t, J = 2.4 
Hz, IH), 5.41 (d, J = 15.0 Hz, IH), 5.40 (s, 2H), 4.78 (m, IH), 4.52 (d, J = 15.0 Hz, 
5 IH), 3.02 (dd, J = 16.2, 4.5 Hz, IH), 2.51 (dd, J = 16.2, 8.7 Hz, lH)o 

mmm4 5 o) 

2- (5- (If^^/-;!/-!— f;i/^^;i/) -2 - {^y ^ i ji 

p^5^;v) -rv-r>F';>-3-;r>- i--r;i/) mm 

^COOH 



TLC : Rf 0.23 (^^^D7^^;l/A : ^^y— ;i/= 10:1) ; 
15 NMR (300 MHz, CDCI3) : <5 8.16-8.08 (m, IH), 7.88-7.77 (m, 2H), 7.73 (brs, IH), 
7.58-7.33 (m, 8H), 6.29 (t, J = 2.1 Hz, IH), 5.86 (d, J = 15.3 Hz, IH), 5.39 (s, 2H), 
4.66 (d, J = 15.3 Hz, IH), 4.54(dd, J = 9.3, 3.3 Hz, IH), 3.12 (dd, J = 15.9, 3.3 Hz, 
IH), 2.48 (dd, J = 15.9, 9.3 Hz, lH)o 

20 mmm4 5 (4) 
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v-f > Ku>-3-;r>- 1 r;^) mm 




mmm4 4r-m^Lr^^t-^mi:immir^^\:^^m^m\^^x. mMm4 5 tm 

TLC : Rf 0.62 (^nn^;i/A : ^^yf--j],= 1 0 : 1) o 



D^^bfe^sri^bT. -mf^i^smgom^m 

• (2E) -3- (2- (2- (±y^\y>-2--iJV) J^h^t^) -4- 

5 0 Omg 

• :^7;i/7}s>.>p?5^;p-fe;vn— :^:^j;i/i>r>A (mmM) 2 0 0mg 

• :^y'Tv>m'^i^:^^^>^A mmm) loo g 

' m^m-^zjvu—:^ Q o a- 
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m ^ o m m 



1. 



(I) 



(R^)m 



(Q)n 




(D 



5 (^Pf^s Rn±-COOH> -COOR\ -CHgOH. -C0NR^S02R\ 

-CONR'R\ -CH2NR^S02R\ -CHgNR^COR". -CHgN 
R^C0NR^S02R\ -CHaSOgNR^COR^^ -CHgOCONR^S 
02R\ y^h^^J—JK 1,2, 4-:t^-^PT^J—)V-5-7^>^ 1,2, 
4 -;*-:^-t>-S^T^/«-;t/- 5 1, 2, 4 -^TS^T^/— ;V- 5 
10 1, 3 -5^TV"US^>-2, 4-i^:r>^ ^fcfil, 2, 3, 5 -^^^^pit^^T 

2 -:ty^m.t> u 
R^i±c l~6T;i/=3F-;i/^:fej±- (c l~4T;i/=3pi/» -r", 
R^^i±7kMM. ci~4T;v3^i/, -COOH^ c l~4T;l/^:3p5yp{J;^7}^■ 
-;K *fei±-CONR^R«§^^U 
15 R ^ J^tK^M^* fett C 1 ~ 6 T)]y^)V^mt> V. 

R^it. (i)c i~6t;u^;k 

(ii) l'-5fflCDR'2a-T!M^^nTV^^:^)^$>:g)V^{±^«i^^DC3~l 5 0# 
20 (iii) l~5#|CDR^2^■t:g^^^tl■rv^^}^)^ab^V^^±^M^^CDC 3~ 1 5CD# 

^cDlt^3^t- J: o Tgi^^ ^ c 1 ~ 6 t;i/^;k c 2 ~ 6 

* C 2 ~ 6 TJV^=-Jl^^mit> 
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(ii) c 1 ~ 6 :f;i/^;k 

(iv)-COR^\ 

(vi) l~5M®R'^ST•g^^^l^TV^;5*>^SV^^±^g^^®C3~l 5 

(ii) C 1~6t;1'^;k 

(iii) l~5M©R'^St?S^^^nTV^§A^a5^V^^*^g|^©C 3~1 5 CD# 

(iv) l~5M®R'^*-egi^^tlTV^^*^$)?)V^J«S^^©C 3- 1 5(Z)# 

^0l*^^{3j;oTg|^^tlTV^^C 1 ~ 6 C 2 ~ 6 

R^2{d:^ (a) C 1 ~ 6 T;1/=3e^;K (b)Cl~6T;i/=r^S^, (c)C1~6t;1/^ 

(d)MD^>i^^, (e)CF3s (f)-yr^. (g)-hn. (h)7j<«^ 
(i)-COORi\ (j)-NHCOR^\ (k)-S02R^\ (l)-NR^^R^\ (m) 

C 1 ~ 4 T;v^;i/ag) ^ v^^i:^^ vi!Sa^^nT :s ^ C 3 

ab^v^^±^a^^©3-'7M®#.^m^^^ *fei±(o)7j<^^ -coor^\ 
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-NHCOR^\ -S02R^\ $):g)V^{*-NR^^R^^^3J:oTMii$nTV^^ 

c i~4 7*;i/^;v^^fc U 

R'n*7j<*M?s C1^4TJV^JW y:j^-JW (Cl~4) TJV^ 

:7 3ir:;v (01 — 4) T;i/^;i/*^t> U 
R"{iC l~4T;i/=3p;i/^:fe{i7:n-;i/^^t) U 

10 (ii)C 1~6t;V^I/>s 

(iii) C 2 ~ 6 T;V^r - 1/ >^ 

(iv) C2~6T;i/:^— 

(v) -0- (C l--3T)\y^\y» . 

(vi) -s- (c i~3r;i/=¥v» . 

15 (vii)-NR2°- (C1~3T;V^I^» . 

(viii) -C0NR2i- (c i~3t;1':^-v» . 

(ix) - (C 1~3t;1/=^1x» -O- (C1~37';1/^1x» > 

(x) - (c i~3 7^;i/=^ix» -s- (ci~3t;v^^» . 

(xi) - (c i~3t;i/^1/» -nr2°- (c i~3t;i/^i^» . 

20 (xii)- (Cl'-3 7';i/^l/» -C0NR21- (C 1~3T;1/^1x» ^ 
(xm)-Cy c 1. 

(xiv) - (C 1~4T;1/^1x» -Cycl. ^t^\± 

(xv) -Cycl- (C 1~4t;1/=^1x» ^^t>U 

(a)C l-'6r;i/^;K (b)C l'-6T;i/rr:3p>x (c)7^^y>M^^ (d)CH 
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Fg. (e)CF3> (f)OCHF2. (g)0CF3^ (h)7j<^. (i)}i}^U^iy (C 
1~4) TJV^JW 

R^tymm'?. C l~4:F;i.dr;K -SOg (Cl~4) t;1/^;k 

C 2 ~ 5 

Cy c HtC l-^dTJl^JK C l--6T;i/n:3psy^ C 1 6 T;i/=^;i/5=-:t> 
C 2 ~ 6 T;i/'5r^;K C 2 ~ 6 T;i/=3f^r:;K ^\U^>m^. CHFg. CF3. 

- h^43J;t;?5>Ty:^^>S«n^*l~4M^cJ:oTg^^^t^.T^/^^*\ 

^ V^{i^g^^® C 3 ~ 7 ^ feii 3 ~ 7 MO^^^^^^^t) 

10 b. 

B:^JiC3~l 2®#^a5^v^^iz::^cD^m^, SfcliS-i 2M0#^^ 

^ l^{i-^©«^^^^t^ b^ 

R^{iC l~6T;Vdr;K C l — eT;!/^:^:^^, C 1 ~ 6 T;!/^;!/^^-:^^ C2 
~6 7';1/^^;K C 2 ~ 6 :F;i/dr - ;k >'NDy>M-?. CUF^. CFg^ 

mi±0^ l^fe{*2^^t)U 

-D-R3dS-A-RH3^bTB^}3:^;i/h<ftT»^^-r§:^mx n\tl^ 

- D - R 3 - A - R bT B h ^iiJ->^^CD<5^S-tM-^-r ^:^{*. 
20 n{*0. l^fc{±2&^t)U 

(1) (i)- (Cl--4y;V^]y>, C2^4TJVir^U>^rzitC2'^4T 
-Cy c 2. 

(ii)- (Cl~4T;i/=3pl/» -Z-Cyc3s 
25 (iii)-NR24R25^ _S (O) pR2\ S^Ty. -NR^'C0R2\ -NR^^s 
O^R^^ :feJ:tF-NR^^C0NR^R2s^^^e{m^^{Ccfco-Cg^$tlTV^ 
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S C 1 — 4 TJV^JV^ 

(iv) C l~4T;i/rj:3fi.> (Cl~4) -NR^SCOR^^ -CO 

-OSOgR^^ -NR23S02R28^:feJ;t;?-NR23CONR24R25^>^ 

(v) l~5^©R^°-t?MI^$ttr:fet)^ tF>'0^(Dot> im(DR^°itiJ£i'-rm<D 1 

{i£j^:^^5^(DiiLgtz:gmbT v^^ c 3 ~ 7 (DmmmmM. ^r^it s ~ e mcd#^ 

(vi) l-'5M®R^°Tgm$m:v^:g>:^)^$):5V^^i^gil0C 8~1 5 6D#^, 
(vu)-T-Cy c 5. 

(viii)-L-Cy c 6- 1. -L- (C S^Biy^UTJl^Jly) . -L-CHg 
- (C3~6S>^DT;i'dr;P) , -L- (C 2--4T;]y^ly» -Cyc6- 
2^ *5J:tF-L- (C l~4 7';P=3pl/» q-Cy c 6-3;i)^^3g{Sn^^ 
C 3 — 6 5>'^?7DT;i/=3p;w± 1- 5ffl©R3°{:IJ:oTa^^^^^TV^-g.^>ag)^ 

(2) (i)7^ydr>X 

(m)t KD:3f..> (Cl~4) :F;i/:Jr;K 

(iv) C l~4T;i'n^S^ (Cl~4) T;i/:^r;K 

(v) - (C1--4T;^^V» -0-'^>i?;K 

(3) (i) c 2 ~ 6 

(ii) C 2 ~ 6 T?l^=-;W 

(iv) s>Ty. 

(v) :=:. h D. 
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(vi) -NR^^R^. 

(vii) -CONR33R3\ 

(viii) -S (O) p- (Cl-4) T)\y^=.)V^ 

(ix) -S (O) p-CHFg. 
5 (x)-S (O) p-NR^^R^^ 

(xi) -O- (C3~6) 7^;i/:3p-;K 

(xii) -0-CHF2. 

(xni)c 3~7^'^nT;i/^;i/^^t> u 

R22i±7j<^M^v c 1 ~ 4 T)^y^)v^ -SO2- (ci~4) t;!/^;!/ s 

10 C 2 ~ 5 u 

R23i±7j<^M^. C 1 ~ 4 :7 fei±:7 oi ( C 1 ~ 4 ) T 

R2^43cfctf R^^Ji^n^mte bT^ 7JcSM^^ C 1 ~ 4 T;V:3r;K C y c 4 
(C l~4T;i/=3pl/» -Cyc4^^fc)U 
15 R""{±Cl~47';i/:¥-;i/^fe(iCy c 4^S^U 

R^'{±7jcSM^x C1~4T;P=3p;k - O R^^^fetiC y c 4 ^^t> U 
R2«J±C1~4 7';V^;K Cy c4^fe{i- (C 1~4t;1/:^1/» -Cyc 
4 §^t> 

R^'ffcK^m^. C1~4t;1/^;K Cy c 4^feJ* (C 1~4 7^;1/^1/» 
20 - C y c 4 ^^t) b^ 

R^°J±C 1 ~ 8 7';i/dr;K C 1 ~ 8 T;pr3dp$y, C 1 ~ 8 /nd 
CF3. OCF3. SCF3. CHF2. OCHF2S SCHF2. tR 
^hD^ -NR^^R2\ -CONR3^R3\ 33x;1/$;K C2~ 

5rs^;K tKD:^$/ (ci~4) t;i/^;k ci~4T;t/n^s^ (ci~ 

25 4 ) t;i/^;k c 1 ~ 4 'r)\/^)v^-^ ( ci ^ 4 ) - ( c 1 ~ 4 

-conr^^r3\ -SO2 (ci~4) -nr^^c 
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o- (Cl~4) t;p^;k -NR^^sOg- (Cl-4) :7^;i/^;k 

:^^v. c3^7(DmMmmms 3--7m(DM^mw.mm. - (ci~ 

TCD(a)~(l)^C^■r^^3j:-:pTg|^^nTV^-t% J:V^ : 

(a) C 1 ~ 6 TJV^JW (b) C 2 ~ 6 :f;V^^;K (c) C 2 ~ 6 T;V=3r— ;K (d) 
C l~6T;i/=7:3rS/s (e)C 1~6T;W1/5=-:^. (fVND^->il-?, (g)CH 
F2^ (h)CF3. (i)-hn. (j)>>T^. (k)7«a. (l)T^y ; 
10 MJ±-0-. C1~4T;V^I/>^ -O- (C l~4T;i/=3pix» 

-s- (ci~4t;v^i/» -s - (c i--4t;i/^i/» -o-. 
(c i~4t;i/^1/» -s-^^t)U 

~i5©#^. zim^^\^^i:^=m(Dmmm. ^fei±3~i sm©^^^ 

Zi*-0-. -S (O) p-. -NR22-, -NR23CO-. -NR^^SOg-^ 
-NR22- (C1~4T;1/^1^» -S (O) p- (Cl-^4TJ]y^ly» 
20 -O- (C2^4TJ]y^]y» -NR^CO- (C 1 ~ 4 T;1/=3M/ » . 

^fefi-NR^^SOa- (C 1~4T;1/^1/» ^^t>U 
pJiO. l^fe{±2^St3U 

C y c 3 1 ~ 5 M0R^''t3 cJ; o Tfiil^IXT V^ ^ d^ab V>Mgi|CD C 3 

25 ^ V^{d:H^CD^^^*^^ bs 

C y c 4 J± 1 — 5 ^0R3°{C J: o TgJ^^nx ^ *^$) § V^{i^g^||CD C 3 
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Ti±-0-^ -O- (C 1'-4t;1/^1/» -S (O) p- 

5 t)U 

10 Cy c 6 - l(*s'i^TlTOJ:cDR^°T*Sife^nTV>:S7jin;v^feJ±^>S^ 

Cy c 6-2{±. l~5M®R'°ic:cfcoTa^^^tl■rv^;g>^^^^V^^iiSg^^® 
C 3 ~ 6 © W^^^^^t) bs 

15 c 7 ~ 1 5 ®#^. ^m^rci±=M^mmM^mt) u 

R''*5J;tKR3^J±^tl^mil3tbT. 7j<^M^^ C l~4 7';i/:3p;K 

NR^^R^''^bTiM0^^j!p-?. ^feji^cDftfefd^^M^. mmm^^^u 

20 ^^^§^t)U 

D{±, (1) j^mj^^. ^^M^^ ^^M^*5cfct5«SMM^A^^^gi*ti§M 

^'^A.-^l^T % J: <. ^feBlgim 1 ~4fi^DR^«"??g^^^n•rV^T^ <fc < . 



876 



wo 03/016254 



PCT/JP02/08120 



miztd^^Xs - (CH2) y- (»f^'^ y{ii~4^^t)-ro ) ^Bs^bT% 
(3) j^mM^. ^M^s mmm^iBXxmnm^ti^^mitfi^^m^i-- 

R 3 b T I ^ ^ 1^ {::gm bT V ^ R^°J±. R ^ ® gi^ST» ^ R^^ 
^— i^{3:feoT. - (CHJ y-^?f^^bT* 

R^°Ji. (a) c 1 ~ 8 t;i/^;k (b) c 2 ~ 8 t;p^^;k (c) C 2 ~ 8 

10 n;K (d)::^-^V. (e)^\U^>m'?. (f)CF3. (g)7km^ (h)Cl~6P' 
(i)C 2~6:r;i/>ir-;i/:^^Sys (j)C 2~6 T;i/^-;V:t=3p$^. (k) 
0CF3. (i)-s (o) p- (ci~6) t;i/^;k (m)-S (O) p- (C 
2~6) T;i/'!r-;K (n)-S (0) p- (C2~6) 'rJ]y^~M (o)C2~ 
5Ti^;K (p)Cyc9^ (q)C l~4T;i/=i^Sy (Cl~4) 
15 (r)7\D>if>M^. CF3. OCF3. 7KmM. ty-TJ^ C l~4T;i/n^->, 
-S (O) p- (Cl~6) Cyc9s 43 cfc tJ^^ C 1-4 T;i/rjdr$>' 

(C 1~4) T;l/3l:3ps/:^pe)^^m^Sl*fe{*2M^!gil^nTV^^C 1 

8 t;v=^;i/. c 2 ~ 8 :F;i/>r - ;i/ ^ {± c 2 ~ 8 -r *\ 

20 2M©R^°{*^n^3?)S^-^bTV^^5ffi^iICDM^i:— C 3~ 1 5 

©^^^^t> bs * fzMBMn^^r^^nMi^ c 1 ~ 4 t;v=^;k c 1 ~ 

4 7';v=r^$^^ C2~5T$^;K SO2 ( C 1 4 T;i/=3p;i/) . 7 43 
25 J:tf:7 3^r:;i/ (ci~4) T;^^;^^^3l^*"tt^»l~3ffl-eM^$t^TV^ 
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R^^{i C 1 ~ 4 C 1 ~ 4 t;1/=2 ^rS^. C l ~ 4 C 1 

~4T;i/=i:3p$^ (Cl~4) T;WK ^\ti^>m'?. CFg. OCFg. s 
5 C F 3s 7j<^^ S/Ty s ^ ;k C 2 ~ 5 7^s>;k -SO2- (Cl~4) 

-nr^^co- (ci~4) ^>^/^;i/Sfei±:^^v^ 
R ( 1 ) c 1 ~ 6 t;i/^;k 

(2) l~5#I(DR^2^^a^^^nTV^§;^)^ag)§V^{iiSg^^©C 3~ 1 50#^^ 

R^s (a) C 1 ~ 6 7^;i/dp;K (b) C 1 ~ 6 T;i/n^>>, (c) C 1 ~ 6 7';i/^ 
(d)/ND>f>il^, (e)>>Ty. (f)CF3. (g)CHF2. (h)0CF3. 
(OOCHFg. (j)SCF3. (k)-NR^3R^\ (l)-S02R^^ (in)-NR^« 

15 COR^\ (a)7jc^a. (o);r=^V. (p) CI ~4 7-;^^^$/ (Cl~4) 

=^;K (q)CyclO. (r)Cl'-6T;i/drl/>-Cy c 1 0^ (s)-CO-C 
yclO. (t)-W-CyclO^ (u)- (C 1 ~ 6 -W-Cy 
clO^ (v)-W- (C 1~6T;1/:^V>-) -CyclO. Sfe{±(w)- (C 
1^6TJ]y^U» -W- (Cl~67';i/^l^» -CyclO^toU 

20 R^3*5«fct5R^{±^tl^mtebTs 7j<:#M-T*feJiC 1 ~4 T;i/^;i/§St) 
b. 

R^'Ji c 1 ~ 4 •r;]y^;iy^m:t) b^ 

R^^(i7j<^jl^^ C 1 ~ 4 'rJV^)\y^mt> bs 

R*^{±7j<:^M^^ 0 1 — 4 T;i'=3E^;v:&^t5 b^ 

25 Cy c 1 0(*OT®(a)~(j)JC^-rgf^X}6i^^{^"tL^ 1 ~ 5 MOSTgm 
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3 ~ 1 2 momm^ b < i±=.m(Dm.mm^mt> u : 

(a)C 1~4T;1/^;K (b)C 2~5 TS/;^. (c)C l~4T;i/n:3p^^ (d)/\ 
D-^f^M^. (e)7jC^. (f):=^hn. (g)i/T^. (h)T^>. (i)CF3^ (j) 
OCF3. 

5 W(±-0-. -S (O) p-^fe{±-NR^«-^St>U 

2. -1^^ (I) n/bn^fe{i2T-&Ds 
10 Q>&s^ (1) (i)- (C l~4T;V:3pu>^ 0 2 — 4^;^^— lx>^fe{iC2 
~4t;1/^— V» -Cy c 2> 

(ii) - (C1~4T;1/=^1/» -Z-Cyc3^ 

(iii) -NR24R25^ _S (o) pR26^ .^-py^ -NR23COR2\ -NR23 
S02R2\ :|3J:tJ«-NR2^CONR24R25^f>^JStV^S(Cj:oTgm^n 

15 Tv^^c i~4t;i/^;k 

(iv) C l~4T;i/n:35.^>' (Cl~4) TJ]y:=i^i^^ -NR^^COR^^ -CO 
R2\ -0S02R^\ -NR^^sOgR^'s *5J:t>'-NR23C0NR24R2 

(v) l~5^0R3°lrai^^tLT:feD^ ti>'D^(D^t>im(DR^°WM-rm(D 

(vi) l~5ffl£DR^°-??Mife$n•rv^^:^)^2fe;g)V^^±MS^0C8~l 5CD#^. 

25 (vii)-T-Cy c 5. 

(viii)-L-Cy c 6- 1, -L- (C 2~4 T;1/^V>) -Cyc6-2. 
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5 (2) J^mM^^ mmm"?. mmm^^^v^mmm^t^^mitfi^^Mi^S'-- 

^R^2^-mt::j5:oT- (CHg) y-^^^bT% J;V^»5^<©^H 1 {3|am 
10 cD'fb^o 

3. Difi^ (1) ^mm^s ^*Ji^. mmm^^xxfmmm^ifi^mit 

15 ^J;v^st5^<^D^H2 icf BHiCD-fb^o 

4. D:?)S^ (2) J^^M^^ ^M^s ^^M^*ScfctmMM^;&^^^t^ 

20 J:<. $e>(c:^M^«4i^ R^:^M^bTV^^M^^3g^^b-tV^^R^°^±. R^ 
©g$^ST$)^R^2^— ^{Z^eoT- (CHg) y-^ff^^bT'feJ:V^»5fc® 

5. (I) 4'^ ndsi^feJ*2T*&D. 

25 Q:;bs (2) (i):7 3iy 
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(iii) ti Fn^sy (ci~4) t;i/=3f-;k 

(iv) C l~4 7';i'3d;^5y (Cl~4) t;i/^;k ^fcJ* 

(v) - (c i~4t;i/=^1x» -o- (c i~4:r;i/^i/» -Cyc7Ta5 

5 D:?)S. (2) j^^M^s mmm^. m^M^*5J;«^M^*^&^«ti^M 
S-^^^R^2^-^iC:feoT- (CH2) y-^JFMb-t^)J;V^tt5fc®lBHl 

10 izmmoit^o 

6. -JISS: (I) tf. n:bsi^fe{i2-efeD^ 

(3) (i)C2'-6T;i/'^r:;K 
(ii) C 2 ~ 6 7^;V:^rn;K 
15 (iii) l~3ili®/^D^">il^^cJ;^Tg^^tlTV^i)C 1~6t;WK 

(iv) SyT/^ 

(v) -hn. 

(vi) -NR^^R^\ 

(vii) -CONR^^R^\ 

20 (vm)-S (O) p- (0 1 — 4) t;1'^-;k 

(ix) -S (O) p-CHFgs 

(x) -S (O) p-NR33R3\ 

(xi) -o- (C3~6) t;i/=^-;k 

(xii) -0-CHF2^ 

25 (xiii)C3~7S^^n7^;i/^;i/-I?$,f9^ 
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^ 1 ^tzi,±2mti^^tj:^mmmx-^\). "^(Dmm^z^-mm^^tcit^mw^ 

5 7. — (I) nd^^OT'^D^ 

(2) j^^M^. S^M^s ^il^43J:tJ^^^MM^A^^5ei^n^M^3~ 

mmn^. R':bs|§^bTv^^M^^3a^;^bTv^^R4°^i, R^®gma-r^^ 

^R^2^-M{:::fe-3T- (CH2) y-^^MbT*)J:v>M5f^®|giai{cSa« 

15 

8. -jg;^ (I) njbso, l^fe{i2t'^(5> 

Qds (1) (i)- (C 1~4T;1/^1/X C2~4T;i/^^V>^feiiC2~ 
4T;i/^-b» -Cy c 2. 
(ii)- (C1~4T;1/^1/» -Z-Cyc3^ 
20 (iii)-NR24R25^ -S (O) pR26, -NR23COR2\ -NR^^ 

S02R2\ *5«fct>'-NR23CONR2^R2S;i)if,^{^tl§^{CJ:oTa^^ 

tiT ^ c 1 ~ 4 t;i/^;k 

(iv) C l'-4T;i/n:3pi:^ (Cl~4) t;!/^^;^^/^ -NR23C0R2\ -c 
0R2\ -0S02R2\ -NR23s02R2\ *5J:t;?-NR23C0NR24 

25 R2 5^^e>?g{m§«> 

(v) 1— 5M0R^°T-mm^tbT43!5^ ti^^^(Do% im(DR^^±.Z^TM(0 
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(vi) l~5il^®R^°T«^^tlTV^§^^a5§V^{i^S^toC 8~1 5(D^m. 

(vii) -T-Cy c 5^ 

(vm)-L-Cy c 6 - 1^ -L- ( C 2 ~ 4 7';V:3p 1/ » _Cyc6-2^ 
tc:l±-L- (C l~4 7';i/^l/» q-Cyc6-3. 
(2) (i):7a.ydp>X 

10 

(iii) t h'D=3ps^ (0 1-4) t;i/^;k 

(iv) C l~4T;i/:3:3r:^^ (Cl~4) t;i/^;k ^fefi 

(v) - (C 1~4T;P:^1/» -O- (C 1~4t;1/^1/» -Cyc7^ * 

15 (3) ii)C2^6'r;]^^-)w 

(iii) i~3M®>'ND^>m^}zj;tDtgi^^tiTv>^c i-'6t;i/^;k 

(iv) S^7*>'s 

(v) r:hD. 

20 (vi)-NR33i^34^ 

(vii)-C0NR33R3^ 

(vm)-S (O) p- (Cl~4) TJV^-JK 

(ix) -S (O) p-CHFg, 

(x) -S (O) p-NR33R3\ 

25 (xi)-O- (C3~6) TJV^-M 
(xii)-0-CHF2^ ^feJi 
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(xiii) C 3 — 7 D D s 

Btfi. (3) mmm^. mmm^. mmm'?-:i3^v^mmm^ti'^mi£ti^m 

10 (1) (2E) -3- (2- (r>-:7^l/>-2 — r;!/^ h:3p<>) -4- (l^^ 

(2) 3 - ( 2 - :7 -4-:7a^yf ^}\/-y 31 

(3) (2E) -3- (2- (:^:7^ V>-2--r;i/p<5^;v) -4-73iy:3p 

(4) (2E) -3- (2- v>-2— f;i/p<5^;i/) -4- (l^^^/ 

(5) (2E) -3- (2— <>i^;v-4-7^y^i>'^5^;v:7rc-;i/) -2 
20 (6) 3- (2- (:^7^57l/>-2 — r;vp<^;v) -4-7^^^ ^s/^5=-;i':7 

(7) 3- (2- (±7i57i/>-2--i';i'p<9^;i/) -4- (if^v*— 

(8) (2E) -Y\-y :s:.:=.)V7.)\yi!r^—}\/-^- (2- (:^:7^$^ 2 --f 

(9) (2E) -N- (5->^n^-2-^ N:^iy:7 3z-;i/:j^;V3fc-;v) -3 
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(10) (2E) -N-7i— ;vx;i/7j^-;v-3- (2- (i-y^]y>-2-^ 

-4- (tf^^/— 1 :7a^n;v) -2-rD^ 

5 H\ 

(11) (2E) -N- (5-:7*D^-2-^ h:^i/y -3 

- (2- (3H7^ix>-2--i';v^^;p) -4- (tf^^/— i--r;i/p< 

(12) (2E) -N- (5-y''n^-2-pi h:^sy:7 3i:r;i/>^;i/7fc-;i/) -3 
10 - (2-^>i^;i/-4- (tf^\/— 1 — f ^'rc-;!/) -2- 

(13) (2E) -N- (5-:7'D^-2-^ h^iy:7^— -3 

- (2-^>5^;i/-4-7 3^y^i^^5^;p:7 3^ir;i/) -2-7°n^>T^ 

(14) N- (5-:rD^-2-^ h^t^y ^—J]yy.JV^-J]y) - 3 - (2 - ii- 

15 2 — r;p^5^;v) -4-:7 3iy:3p5yp<5^;i/7 j,-;]/) 7°d71>t 

(15) N- (5-:^D^-2-p< V^iyy :^=-J\yy^?l'-^=-?V) - 3 - (2 - (i~ 

7^i/>-2--r;pp<5^;v) -4- (t^^^/— i --r;i/p<5^;i/) 73^— 

20 (16) 2- (5- (if^^/— ;v- 1 — r;i/^^;v) - 2- (:^:7^$' v>-2- 
-r;l/^9^;^) -rv-r>FU>-3-:^>-i— r;i/) h^^s 

(17) 2- (5-:7 3iydri>'P<^;i/-2- (i-y^]y>-2 — OV^^JV)^ 

(18) 2- (5- (4-iyTyy3:^y^^i^^^J]^) -2- {±y^\yy-2- 

(19) 2- (5- 1— r;Vp<5^;i/) - 2- (::^7^57^>- 1 - 
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(20) 2-(5-:7:ny:3p.>^5^;V_2-(3-^9^;i/- 

-rv-Y>F';>-3-:t>- 1— r;!/) mm. 

(21) N- (3, 4-$^:7;i/;rD>'j:r:;i/;;^;i/:t:— -2- (5- (tr^\; 
— 1 — -2- l-'i ji^^jv) -rv^^-F 

(22) N- (3, 4-iP:7;v:ttiy -2 - (5-:7aiyi^ 

(23) 3- (2- ( (3-?^^J]yy^;]y) itjJW'i^^JV) -A-y 

(24) N-:7 3::r^;i/:?;;i/pi^-;i/-3 - (2- ( ( 3 -p<5^;v:7'"^;i/) 
1 0 . ih-^W 

(1) (2E) -3- (2- (2- (:^7^$^l/>-2— f;i/) -4 

(2) (2E) -3- (2- (2- (2, 5, 7, 8 -5^ h 6 
h^Sy^u-^y-Z-^jv) a:^h^-» -4- (-r l--r;i/^ 

(3) (2E) -3- (2- (2- (2, 5, 7, 8 -y' U^y 

-2-^;i/) j::h:^s/) -4- (^^i5^V~;i/-l-'Y;i/^5^;i/) 73.-;!.) 

(4) (2E) -3- (2- (2- (2, 5, 7, 8 -7^ h 6 - 1: 
FD^S^^D x'>-2-^;i/) j^hJp>» -4- (tf^^J^-;^-!-^;!/^ 
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(5) (2E) -3- (2- (3 ip>>rD4^°:3f.» -4 - ^ 

(6) (2E) -3- (2- (4-y::^y^-yy'h^iy) -4- (^^^^J^- 
5 ;v- 1 — (jv^^jv) -2-rD^>^, 

(7) (2E) -3- (2- (2- (^nT>-2-^;i/) -4- 

(8) (2E) -3- (2- (2- (:^:7<$^ly>-2-^;V) aih:3fi/) -4 
10 (9) (2E) -3- (2- (2- (^>^/>'^>-2 — ^h=3p^) - 

(10) (2E) -3- (2- (2- (2, 5, 7, 8 -y^ ^^Ji'- 6 -\i 

FD^s/^'Dv>-2— r;v) aih^$x) -4- (2-p?5=-;w ^^V'— ;v 
-1 — f;vp«g^;i/) :7 3ir:;v) -2->^o^>^^ 

15 (11) 3- (2- (2- (:^7^1/>-2— r;i/) rchdrsy) -4- (If^V^ 
— 1 — r;i/^5^;i/) y3^=.;]y) rD/^°>^s 

(12) (2E) -3- (2- (2- (2, 5, 7, 8 -7^ h^p<5^;i/- 6 - 1 
Fn^^S^^D N'>-2 — r;i/) J:^h=^-» -4 - (2H-1, 2, 3-h'; 
TV— ;i/-2 --f;i'p<5^;i/) :7:n-;v) -2-7°d^>^^ 
20 (13) (2E) -3- (2- (2- (2, 5, 7, 8 -7^ h^p<g^;i/- 6 - 1 
h*D:3p.>>5^n-T>-2--r;V) 3ih:3psy) -4" (lH-1, 2, 3-hU 
TV— 1 — f :7^r:;i/) -2-yti^>m. 
(14) (2E) -3- (2- (2- (:^:7^57 v>-2— r;V) :i^h=^^/) -4 

25 (15) (2E) -3- (2- (2- (:^-v'^l/>-2--r;i/) ^h^S/) -4 
- (5^:r7rc>-2--i';M^;i/) 73i-;j/) -2-rD^>^^ 

887 



wo 03/016254 



PCT/JP02/08120 



(16) (2E) -3- (2- (2- (i-y^]y>-2—(;\y) ^h=^S/) -4 

(17) 4- (2- (2- (rh7^1/>-2 — r;V) -4- (t^^\/ 

(18) (2E) -3- (2- (2- (::^-7^l/>- 1— J^h:3p>» -4 

(19) (2E) - 3- (2 - (3 - (::h:7<$' V>-2— rnjj^dpiy) - 

4- (i^^y— — r;vp<9^;i/) -2-yti^>m. 

(20) (2E) -3- (2- (2- (:^:7^S7i/>-2--r;i/) aih:3p>» -4 

(21) 2- (2- (2- (±y^ly>-2-4)\y) =^h^-» -4- (If^y 
— 1 — f;i/^5^;v) :7:c-;i/) f^^, 

(22) (2E) -3- (2- (2- (:h:7^l/>-2-'f -4 

- (2 -;t=3pvt:rD us^>- 1 — r;i/) ^'ji— ;v) -2-yxn^>m-. 

(23) 2- (2- (2- ii-y^U>-2--(JV) ^h^^S^) -4- (If^^/ 

(24) (2E) -3- (2- (2- (:^:7^1x>-2— r;V) :i^h=^^') -4 

(25) (2E) -3- (2- (2-7 3^^;i/aih^i^) -4- (tf^^/-;i/- 

(26) (2E) -3- (2- (:^:7^$^V>-2-'l';i/p< h:3p.>p<5^;i,) -4- 

(27) (2E) -3- (2- ( (3E) - 4 -y :^~JV- 3 

-4- (i^^y— 1 — r;i/^5^;v) y:^=-;\^) -2-yu^>m. 

(28) (2E) -3- (2- (2 -t KD^^y- 3 -7rcy d^5y7°D;j^":3ps/) 
-4- (tf^V^— — f ;i/p<5=-;i/) :7rc:=:;i/) -2-:7'D^>^, 
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(29) (2 E) - 3- (2- (2 - (1, 4 -^>^JP:t^'t)->- 6 

-4- (if^^/— 1 y:n—j]/) -2-rD^ 

(30) (2E) -3- (2- (2- (1, 4-^>^Jt^7^^^>-2--()V) 
3^h=^i>) -4- (t:^^/— 1 --f 

(31) (2E) -3- (2- (2- (:^7^1^>-2— r;i/) -4 

pi^;i/:7 3in;i/) -2-rD^>^, 

(32) (2E) -3 - (2 - (2 - 2 --f 

-4- (tf^\/— ;v- 1 :7j:-;i/) -2-:7°n^>^, 

(33) (2E) -3- (2- (2- (N-^>^/-r;V-N-p<9^;i/T^y) 

m. 

(34) (2E) -3- (2- (2- (:^:7^V>-2— r;i/) 3^h=3psy) -4 
-:7 3in;v5^:;r^^;i/:7ai-;i/) -2-rD^>^^ 

(35) (2E)-3-(2-(2 - (^>V^;i/T^y) :i^h^iy) - 4- (If 

— r;vp<5=-;^) :7 3^n;p) -2-:rD^>Ms 

(36) (2E) - 3- (2 - (2-p< h ^^S-- 3 - 7 :7°n7K^iy) - 

4- (if^V— 1 — f -2-rn^>Ms 

(37) (2E) -3- (2- (2-p<h^^-2- (±17^ 1/ >- 2 --T ;V) 

(38) (2E) - 3- (2- (tf^^Z— ;V- 1— r;Vp<5=-;V) - 3- (2 - (:^ 
y^\yy-2-^ Jihdps^-) 5^:^7ai>-4 — f;i/) -2-rD^>^. 

(39) (2E) -3- (3- (2- (:^:7^ 2 --I-;!/) 3:-h:3s^Sy) -4 

- (if^v^— 1 ^:r7ai>-2 — f;i/) -2-:rn^> 
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(40) (2E) -3- (2- (2- (i~y^]y>-2--iJl) J^-h^S^) -4 

(41) (2E) -3- (2- (2- (:^:7^$^l/>-2-^;i/) oih^Jps^) -4 

- (N-7^-feg=-;i/-N-7rc-;i/:F^y 73^^;!/) -2-:7°d^> 

(42) (2E) -3- (2- (2- (:^:7^V>-2— f;i/) aih:3r$^) -4 
Ms 

(43) (2E) -3- (2- (2- (r^^^l/>-2— r;^) :rD;}f:3j^S>') - 

4- (tf^^/— 1 --r;vp<5^;i/) :7 3^n;i/) -2-rD^>^s 

(44) 3- (2- ( (i-y^Uy-2-4J]y) h=5rS>) - 4- (If 

1 -p<5^;i/) :7 3i::i;i') ^D7^>^, 

(45) 3- (2- (2- (:^:7^1/>-2-^;V) -4- (IfD — 

(46) 3- (2- (2- (:^737l/>-2-^;V) J^h^^J^). -4- (4-pi 

(47) 3- (2- (2- (:h:7^l/>-2— f;V) or-h^^-) -4- (3, 5 

-s^;><g=-;i/if^^/— 1 ->r;v^5^;i') ;v) rn/i>^. 

(48) 3- (2- (2- (:^:7i57lx>-2 — f;!/) _4_;7j,-;1/ 

(49) 3- (2- (2- (1, 1' -l£7aiii;i/-4--r;i') a:.h=^5>') -4 

- (if^^/— — f;i/p<5^;i/) ^'ain;]/) :7°d>'1>'^. 

(50) 3- (2- (2- (^>^^L'>-2--r;i/) ^h=^S^) -4-^>\/-f 

(51) 3- (2- (2- (±y^V>-2-4)V) -4- (N-^ 
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(52) 3- (2- (2- (i-y^uy-z-^Ji) j^h^sy) -4- (N-^ 
5>';i/-N-^5^;i/T5.^) :7a:-;i/) r7°D7i>^, 

(53) 3- (2- (2- (::^7^5^^>-2 — r;i/) :3ihdps^) _4_^.>;pp^ 

(54) 3- (2- (2- (1, l'-tf:7:c-;i/-2-^;i/) o^h^^^y) -4 

(55) 3- (2- (2- (:^7^$^l/>-2— r;i/) -4- (^>\; 

(56) 3- (2- (2- (i-y^]y>-2-^JV) a^h^^j^Sy) -4- (3-p« 

(57) 3- (2- (2- (:^:7^^'>-2-'f;^) a^h^^i^) -4- (2-;^ 

(58) 3- (2- (2- (1, l'-lf:7a^^;i/-3— r;V) -4 

- (if^y— 1 — i';i/p<5^;i/) :7^-;i/) rn^iv^^ 

(59) 3- (2- (2- (:^:7i$7i/>-2--f;i/) -4-7jc-;1/ 

(60) 3- (2- (2- (:h:7^57L/>-2 — r;V) J:h^i>) -4-T-fe5=-;i/ 

(61) 3- (2- (2- (:^7^$'l/>-2— r;V) ^h^^y) -4- (2-p< 

(62) 3- (2- (4-^5^;v-2- (:^:7^l/>- 

sy) -4- (if^\/— 1— f;i/p<5=-;i/) :7 3^r^;v) rD/^>^, 

(63) 3- (2- (2- (^>^/5^;r:7:r>-3-^;i/)a^h^$/) - 4- (If 

1 — r;vp<^;v) yu^-^^m. 

(64) 3- (2- (2- {'^y^ly>-2-^J]y) aih^^p^/) -4- (t^US^ 
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(65) 3- (2- (2- (-f > H'— 1 --f a^h^Sy) -4 - (tf^^/ 

(66) 3- (2- (2- (l-p<5=-;W>K— ;i/-2— r;!/) -4 

(67) 3 - (2- (2- (^>^/5^;t7:n>-2— r;i/) a^h=^iy) - 4- (tf 

— fj]^^9-J]/) ys^—;]/) yti/^>m. 

(68) 3- (2- (2- (^>y:7^>-2 — r;V) :ch:3^5y) -4- (h°^ 

(69) 3- (2- (2- (:^7i$^l/>-2— r;P) -4- (2-p« 

(70) 3- (2- (2- (±y^]y>-2-^;i) aih^>» -4- (l^Ui^ 

(71) 3- (2- (2- (r^:7i$^L/>- 1 — r;i/) oi^h^^i/) -4- (tf^\/ 

— 1 --f rn/iv^, 

(72) 3- (2- (2- (^D Y'>-2 — r;i/) 3^h^ty) -4- (t^^\/— 

(73) 3- (2- (2- (l-^g=-;w> K_;v_3_^;V) 3ih:3t^>» -4 
- (tf^V'— — f;i/p<5^;i/) :7jz-;i/) :7°d^i>^s 

(74) 3- (2- (2- (:^>'i5^1x>-2-^;i/) -4- (4-p< 

(75) 3- (2- (4-p<g^;i/-2- (±:7^ix>-2— f;i/) ^>5^;i/:t=^^ 
-4- (i^-^^/~;i/-i-^;i/p<^;ix) :7ai-;i.) rn^^y^, 

(76) 3- (2- (2- (:^7^1x>-2-^;i/) 3Lh^-» -4- (2-^- 

(77) 3- (2- (2-;>? h:3r5^-2- (±y ^ ^i^- 2 Jl.) 
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(78) 3- (2- (4-p^^;i/-2-7 3i-;i/^>5^;i/^dp5y) -4 - 

(79) 3- (2- (4-pi5^;v-2-7a^r:;v^>^;i/:^dp2x) -4-yjc>' 

(80) 3- (2- (2- (::h7^1/>-2 — f;i/) J^h^S^) -4-7^^^^ 

(81) 3- (2- (2- (:^>^i$^l/>-2--r;v) o^h^Sx) -4-:7i-;i/ 
10 (82) 3- (2- (2- (:^:7^ix>-2-'f aih:3f^5^) -4- (N-:7 

rc-;i/-N-p<5=-;vT^y^5=-;i/) ^^^n;!/) :7"d>'1>^, 

(83) 3- (2- (2- (r>-:7^i^>-2 --r;i/) :nhdr<>') -4- (N-ai 

(84) 3- (2- (2- (i-7^]yy-2-^;v) 3^h^iy) - 4- (3- (t: 

(85) 3- (2- (2- (r?-7^1x>-2— r;i/) 3^h^>» -4- (2-i^ 

(86) 3- (2- (2- (±-7^]y>-2-^JV) Jih^iy) -4- (3-5^ 
20 (87) 3- (2- (2- (:^7^1/>-2— I';!/) ^ch^F-i^') -4- (2-p< 

(88) 3- (2- (2- (:^7^1/>-2--r;l/) :nh^iy) -4- (2-^ 

(89) 3- (2- (2~Z7j^-;V3Lh^i^) -4-yjz^:ii-iy^^;],y3^-j]y) 

(90) 3- (2- (2-:7rc-;i/3^h:3p.» -4- 
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(91) 3- (2- (4-^5^;i/-2- (3, 5 -t^^i^jvy 3^=.;]y) 

(92) 3- (2- (4-^5^;i/-2- (4-7;i/:tD-3-p<5=-;i/7az-;i/) 
5 ^>5^;i/:t=^s>) -4- (If ^v*— 1 — i';v^5^;i/) rn^^ 

(93) 2- (2- (2--7:x^^;)ya:.h^iy) -4- (tf 1 

(94) 2- (2- (2- (:^7^ V>-2— J^h^i^) -4- (tf^\/ 

10 — 1 — r;v^^;i/) 

(95) 2- (2- (4 -;><^;i/- 2 -:7ic~;i/^>5^;i/:^:3ps^) -4- (tf^ 

V— — r;i/^5^;i/) ^>s^;v) 

(96) 2- (2- (4-;^ 5=-;!/- 2- (3, 5 -i??(-^;]yy J^—Jl) ^>^J]y 

-4- (tf^^/— 1— ^^s^;!.) 

15 (97) 3- (2- (4-p<5^;i/-2- (4-p^ h^S^- 1, 3-i^:^^^4y 

(98) 3- (2- (2- (:^:7^1^>-2 --r;!/) :nh:3f-^y) -4- (3--> 
20 (99) 3- (2- (2- (t^^'^J^ V>-2— r;i/) rch=3p^) -4- (2-p< 

(100) 3 - (2 - (2 - (:h:7^i/>--2 — f;i/) -4- (t^U 

(101) 3- (2- (2- (^>^/-r;^T^y) aib:3psy) -4- (e^v^— 

(102) 3- (2- (2- (:7 3^-;i/:;^;i/7}^-;i/T^y) -4 - (1^ 
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— r;i/p<5^;^) ya^—jv) yuj-^>m. 

(103) 3- (2- (2- (N-p<5^;i/-N-:7a^-;i/X;V73^-;i/T5: y) ^ 

(104) 3- (2- (2-p< h^Sy-3-:7 3iy:3F-$/rD7if:3p5>') -4- (tf 

5 ■^v*— ;v- 1 --f ;vp<5^;v) 7°Dy^>^^ 

(105) 3- (2- (2-3^h=3eSy-3-:7a^y:3p>y^p4^°dE^;$/) -4- (tr 

^V^— 1 — r;vp<^;i/) rrn^^v^^ 

(106) 3- (2- (2- (:h7i$^l/>-2 --r;V) 3^h^^>) -4- (If^ 
10 (107) 3- (2- (2- (:^:7^lx>-2— r;V) 3:.h:3pj/) -4- (tf^ 

— r;i/^5=-;i/) -5-p« h^$/:7 3i-;i/) rn^-^v^, 

(108) 3- (2- (2- (-^>V-l' ^^V— ;V- 1 — Y;!/) :^h^-» -4 

- (tr^^/— 1 — r;vp<5^;i/) y°ti^-^>m^ 

(109) 3- (2- (4-p<5^;i/-2- (4-:7;i/:rn-3-pi5=-;V:7 3^r:;v) 

15 ^y^jv:t^-» -4- (3 -^y^y 7 ^^in.;!/) rn/i 

(no) 3- (2- (4-p<^;V-2- (4-:7;i/:rn-3-p<g=-;i/:7 3ir:;v) 

(111) 3- (2- (2- (2-p<5^;i/^>^/^ ^^s^V-;i/- 1 — 3^ h 
20 - 4- (t^^^/~;i/- 1 — yti^^>m^ 

(112) 3- (2- (2- (lH-^>^^/— 1 aih:^r:^) -4 

- (b°^V^— ;v- 1 --f;i/^^;v) y 7°d.'n°>^^ 

(113) 3- (2- (2- (2H-^>^/h UTV^— ;V-2— r;i/) 3:^h=^S>) 
-4- (If^V^— 1 —Y;!/;^^;!/) :7^r:;v) rn7^>^, 

25 (114) 3- (2- (2- (lH-^>^/h UTV'— ;V- 1— r;^) :i^h=^rS>') 

-4- (tT'^^/— 1 — r;i/^^;^) 7 irn^iv^s 
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(115) 3- (2- (2- ( (3-^^JV^>^J^)V) T^J) :^h^i^) - 

4- (if^V^— — r;i/^5^;v) 73zn;v) rn^iv^, 

(116) 3- (2- (2- ( (3-;^ h:35^i^^>^7^;i/) ^ ) 3^ h=^Pi>) 

5 (117) 3- (2- (2- ( 2 — f T^y) 

-4- (i^^N/— — r;i/p<5=-;i/) ^'^c-;!/) yu^iym.. 

(118) 3- (2- (2- ( (4-^h^t^^>'J-(J^y) T^y) 3ih^S/) 

-4- (t:^^/— ;v- 1 — y^^—jv) ym^^ym. 

(119) 3- (2- (2- ( (4-^DD^>^/-f;i/) T^y) J^h^iy) - 

10 4- (tf^\/— 1 — r;i/^9^;p) :7 3i-;i/) yu^-^ym^ 

(120) 3- (2- (4-^^;v-2-^>^/^;vT^y^>^;p:^:^^) - 
4- (if-^y— ;v- 1 --r;i/^^;i/) ^o:-;!/) :7°d^i>k, 

(121) 3- (2- (2- (::^:7>57i/>-2 n^h^ri^) -4- (4- 

T-fe5^;H:f^^^>- 1 — f;i/^5^;v) ^a^r^;!/) rn/iv^s 

15 (122) 3- (2- (2- (::>-:7^i/>-2 --f h^^S^) -4- (^;V 

4^i;>-4 — f;i/p«5^;i/) :7air:;i/) rn^i>^^ 

(123) 3- (2- (2- 3^h=3pS^) -4- 

(b°v^/— — r;i/^^;v) :7°n^i>^, 

(124) 3- (2- (2- — r;i/^;i/;Jf-;i/T^y) a::h^ 
20 i/) -4- (if^^/— — n\y^9-?\y) :7 3^n;i/) rn/^v^, 

(125) 3- (2- (2- (2-^>5^;i/5!7;V5j<-;i/T^y) a^h^i>') -4 

(126) 3- (2- (2- (2-p<^;V^>y-r;i'T^y) :3^h=3s^$/) -4- 
(\f^^J—J]y- 1-^ J]/^^JV) rD>'^>^, 

25 (127) 3- (2- (2- ( 2 n D^> v"-f 5: y ) Jiih^^Sx) -4- 

(if'^y— 1 — f rp>''?>^. 
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(128) 3- (2- (2- (2-p< h^t^^>'J-(JVT^^) aih=3p$/) -4 

(129) 3- (2-7rcrz;v:t?;wt^-i';i/pi h:^sy-4- (i^^\/— 1 - 
5 (130) 3 - (2 - (:^:7^l/>- 1 — f ;i/:^3;w?^-r;i/^ h^sy) -4- (tf 

(131) 3- (2 - (:^:7i$7i/>-2— j';i/:5?7;w\'^-r;i/^ h=3piy) - 4- (1^ 

(132) 3- (2- (3 - -y :J^=.JVyU-!i^^-y) -4-y:r.^:^iy^^JVZ7a^ 

10 — yti^'^ym. 

(133) 3- (2- (4-7acn;V:rh:3pi^) - 4 - :7 a^y c^s^i/p? - 

(134) 3- (2- (2- (::^:7^$/L/>-2 — r;i/) :i^h^S>) -4- (4- 
15 (135) 2- ( (2- (2- (rh:7^ 2--i';i/) rch^i/) -4- (tf 

(136) 2- (N-^5^;i/-N- (2- (2- (i-y^U>-2 — f;P) h 

-4- (if^\/— 1 — r;i/^^;b) ^>s^;v) T^y) 

(137) 2- (N-^i>;i/-N- (2- (2- {i-y )y>- 2 h 
20 =3^^) -4- (t:^\;~;i/- 1 ->f ^>i^;i/) T^y) f^^s 

(138) 2- (2- (-^y^Uly-Z-^JV) :x,h^t^) -4- (l^^V^— ;i/ 

- 1 --r;vp<5^;i/) 

(139) 3- (2- (2- (::?->' >-2 —f;i/) J^h^S^) -4- (tfU 
25 (140) 3- (2- (2 - (i-y^Uy-2-^)V) o^h^i^) -4- (5^T 
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(141) 3- (2- (2-S^^n^dp$/;i/:^:ar$^3^h:api/) -4- (}^^'J— 

(142) 3- (2- i^yi^MJW-^'^-f jv^ h^iy) -4- 

(143) 3- (2- ( (1 :i7;WN"^-f;i/p< h:^^;^) -4- 

(1^^^/— — r;i/p<5^;i/) y°xn^-\ym^ 

(144) 3- (2- (2- (3-^T2U^>^J-( JVT^^) :i:hc3p^) -4- 

(145) 2- (2- (2- (±y^\y>-2-^J]^) 3:-h^^» -4- (t^^ 

(146) 3- (2- (2- (l-;r=^V-l, 2, 3, 4-7^h^tFD-rv 

=^y>;>-2 — r;^) :i^h=^i>) -4- (if^v'— ;v- 1 — i-;!/^^;!/) 7 

(147) 3- (2- (2- (±7^$'l/>-2 — r;P) J^h:^^^) -4- (2- 

(148) 3- (2- (2- (5^;r:7:c>-2 J^hdp^y) - 4- (If^ 

(149) 3- (2- (2- (5^;r:7ai>-3 --r;!/) a:.h^5y) -4- (If^ 

(150) 3- (2- (3-i^^ti^^->;]yy'xn-^^^) -4- (if^y— ;v- 

(151) 3- (2- (2-yx.^^^:xuh^t^) -4- (tf 1 --f 

(152) 3- (2- (2- (N-p<^;V-N-:7 3ir:;VT$y) ^s^h^i^) - 

4- (t°-^v"— 1 — f;i/^5^;p) :7 3^-;v) >'°d>'1>^^ 

(153) 3- (2- (2->'ji— ;i/:nh^2^) -4- ( 3 -i^T^ 7 
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(154) 3- (2- (2 -4- ( 2 n D - 4 -p< 5=- 

(155) 3- (2- (3 -:7i-;i/rD4^:3p5>') -4- (tf 1 --f 

(156) 3- (2- (4-:7ai-;i/:7>:3psy) -4- (tf ^ 1 — f ;i/ 

(157) (2E) -3- (2- (2- (2, 5, 7, 8 h 6 - 

ti FD:^i>'^DV>-2 — f oih^p^y) -4- (-T^^V— — f 

(158) 3- (2- (3, Z-^Jy:^-)]yyu-m^t^) -4- 

(159) 3- (2- (2- (N, N-i^:7ic-;i/T^y) J^h^^i^) -4- (tf 
•^y— 1 — f :7aL-;i/) rn^^v^^ 

15 (160) 3- (2- (2- (4-7:c-;i/t°^^i^>- 1 

-4- (tf-^^/— l--r;i/p<5^;i/) :7ai-;i/) rn/^v^^ 

(161) 3- (2- (2- (4-7:n-;i/- 1, 2, 3, S-^^h^HKnlf 

U$^>-1 r;V) ^h=3pi^) -4- (tf^y— y:x. 

20 (162) 3- (2- (2- (4-731— ;vtf^i;t^>- 1 j^h^lpj/) 

(163) 3- (2- (2- (:7 3iy^-t>-i^>- 1 o--f ;v) J^h^S^) -4- 

(164) 4- (2- (2 -:7 3i-;i/a::hdriy) -4- (3 -i^T y y j^J 

(165) 4- (2- (2- (::>-:7^l/>-2-^;i') ^h^S^) -4- (3- 
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(166) 2- (2- (2- (:^7^5^l/>-2--f;V) -4- (tf^ 

1— ^>V^-f y ) i^^. 

(167) 3- (2- (2- (2-^5^;w^^^/-;i/- 1— f;^) 
5 -4- (b°^^/— 1 7 rn^^y^, 

(168) 3- (2- (5 -7 3^n;i/^>^;i/:^^>» -4- (tr^V— 1 

(169) 3- (2- (3- (N-p<^;V-N-:7 3i-;i/T^y) rp/^^^^ri^) 

-4- (b'-^y— 1 — f rn/i>^^ 

10 (170) 3- (2- (2- (N-^^;i/-N-:7 3i-;V7'^y) - 

4- (tf^^/— 1 — r;i/;'i5=-;i/) :7a:^;i/) rD7i>^, 

(171) 3- (2- (2- (N- (2-t h'n:3pi^a^5^;i/) -N-73z-;i/T 

^y) j^haps/) -4- (tf^^/— 1 — r;i'^5=-;i/) 7 yxm 

15 (172) 3- (2- (2- (3- (b°^ U 1 --T ;V) 7ni-;V) 

(173) 3 - (2 - (2 - (3- (^;i/4^U>-4 — r;V) a^h:3r 

-4- (b^v*— 1 :7:ii^;i/) rn/iv^, 

(174) 3- (2- (2- (:^7^$^l/>'-2— achap^) -4- (tf^ 
20 ^J—)\y-l-^}]/y^^)\/) :7a:n;i/) :rnb>^^ 

(175) 3- (2- (2-bFD^5y-2- {±y V>- 2-^ )\^) 

(176) 3 - (2 - (2 - (1, 2, 3, 4 -5^ h ^ b h'n-T V^y U >- 2 

->r;v) -4- (b^\/— — r;vp<5=-;i/) :7^n;i/) rn 

25 >'^>^^ 

(177) 3- (2- (2- (9-;><5^;i/:3t7;W-^V— ;i/-2-'f;i/) :x.h^-» 
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(178) 3- (2- (2- (3- (4-;^5^;i/l:f-^^i^>- 1 --f 

- A- (tr^\/— 1 — f 7x.^;i/) :7°d>'^> 

5 (179) 3- (2 - (2 - (3 - ( 4 -7'-fe5^;Vb°^^ 1 --T 7 :n 

oihdpsy) -4- (If ^y— 1 — r ;i'p<5=-;v) rn^'i 

(180) 3- (2- (2-7:ni::;i/T^y3^h=3p^) -4- (If 1 
10 (181) 3- (2- (2- (±-7^^:^-2-4)^) :nh^iy) -4- (N- 

(182) 3- (2- (2- (:^:7^ v>-2 -^;^) 3ih:3r^» -4- (N- 

(183) 3- (2- ( (±7^i^>- 1 — r;M5^;i/) :*7;w^^-f;v) -4- 

(184) (2E) -3- (2- ( (:^:7^57lx>'- 1 — r;M5^;i/) it];w^^^ 
-4- (if^^/— — f :7ji-;i/) -2-:7'n^>^^ 

(185) 3- (2- ( (:^737V>- 1 — r;vp<5^;v) :t?;w?^-f;v) -4- 
(if^\/— — r;^^^;!/) :7°d/^>^, 

20 (186) (2 E) -3- (2- ( (±y^U>-2 — ( J]/^^JV) >f7;W^^^-f 
-4- — r;i/p<^;i/) :7 3^r:;i/) -2-:7-D^>^, 
(187) (2E) -3- (2- (N- (::^:7^ 2 — -N- 

-4- (if -^y—;!/- 1 — r;i/p<5^;i/) >'3in;v) - 

2-:7°D^>^, 

25 (188) (2 E) -3- (2- ( (±-7 ^ U > - 2 --i :t?;Wt^-f 
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(189) (2E) -3- (2- ( 1-4 :*7;Wt^-r 

(190) 3- (2- ( ^;W^'^-r;l/) -4- 
5 (191) (2E) -3- (2- (1- (:h7^l/>-l— r;V) 

(192) 3- (2- ( (:^:7i$^i/>- 1 --r;v;.<9^;i/) *;w^"^-r;^) -4- 

(193) 3- (2- ( (^7^i/>-i — r;i/p«^;i/) :*;w-\'^-r;i/) - 4- 

10 (2, 5 -:^^nn:73;y :73i— ;p) :7°d>'^>^^ 

(194) 3- (2- ( (r^:7^v>- 1 — r;i/p<5^;i/) :^;wN"^-f -4- 

(195) 3- (2- ( (3-p<^;i/-i- (:^7^i/>- 1 ->r;v) ^5=-;!/) 

15 (196) 3- (2- ( ( 1 -p<5^;i/- 1 - l/>- 1 — r;i/) 

(197) 3- (2- ( (:^:7^]/>-i — r;i/^^;i/) :*7;w^^r-f ;v) -4- 
(2, 6 -^^^5^;i/:7 3iy :3s^^>^^;i/) y^i—jv) y°u^i>m^ 

(198) 3- (2- ( (±y^]y -4- 

(199) 3- (2- ( (::>-:7^i/>- 1 --f p!7;wt^'i';i/) -4- 

(200) 3 - (2 - ( ( (iR) -1- i±y^u>-i — r;i/) j::5^;I/) 

25 (201) 3 - (2- ( ( 1- (::J-7i«7l/>- yuKjv) :fy;\yj^^4 
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(202) 3-(2-(((lS)-l - (i-y^ly>-l~^)\y) it] 

(203) 3- (2- ( (1- iiry^\yy-2--()\/) :^7;w?^-i';p) 
-4-:7rcydp$xp<5^;i/:7a:-;v) rrn^iv^^ 

5 (204 ) 3- (2 - ( {4:-^Y^^^±y'^Vy- 1-^ 

(205) 3- (2- ( {iry^\y-^-l-^)\,;A^)\y) )]/;^^^ )\/) -4- 

{2-:^^)\^^-^y:sLy^i/^^)\,') ^d/i>^^ 
(206 ) 3- (2- ( (r^:7^l/>- 1 — r;i/p<5^;i/) :>?3;W'^'^-f ;v) -4- 
10 (2 y'rc-;!/) :rD>'^>'M^ 

(207) 4- (2- ( (3 -^5=-;!/- 1 - (:^:7^ 1 — :7*5^;i/) 

(208 ) 3- (2- ( (4-:7;v:^D:J-7^l/>- 1 --r;v^5^;i/) :>b;wt^ 
-4-:7 3iy^^^^;i/>'3^r:;i/) yxD^i^m. 
15 (209 ) 3- (2- ( (^y >; >-4 --f;vp<5=-;i') r^j;!//-^^^-^;!/) -4-:7 

(210) 3- (2- ( (3-p<^;i/-i- (^7^i/>-i — r;!/) 

-4- (i^'^V— — f;vpi5^;i/) y rn^iv 

20 (211) 3- (2- ( (^^^'iJ^ 1 — f :^7;w^^-r;v) -4- 

(212) 3- (2- ( (:^:7^i/>-i — f;i/p<5^;i/) :tj;w^^'i';i/) -4- 
(2-^nD:7 3zy^^'p<5^;i/) ^^oi-;!/) yu)-M/Wi^ 

(213) 3- (2- ( (3-^5^;v-l- (:^:7i5'i/>-l-^;i/) >^5^;i/) 
25 :*>;wt^-r;i') -4- (l:fUS^>-3 — 7 rn 
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(214) 3- (2- ( (i-7^]y>-l~^Jl^^J]y) tlJW^^^J],) -4- 

(215) 3- (2- ( itjJW^^^;],) -4- 
5 (216) 3- (2- ( (3-^^;i/-l-:7 3.-;v:7-"^;V) ;f7;Wt^^;i/) - 

(217) 3- (2- ( (:h7i$'l/>-l-^;i.^5^;i,) -4- 

(218) 3- (2- ( (:^7^1/>-l-^;i/p<5^;i,) :^;w^-^^;i/) -4- 

(219) 3- (2- ( (:^-:7>5^L.>-l-^;i.p<5^;i.) ^;wt^-i' ;i/) -4- 
(2 h^Syp<g^;v:7a^ydr:>'p<^;i/) :7a^-;i.) rD^l>^, 

(220) 3- (2- ( (3-;^5^;i/-l- (4 h^Z^y :x,~)V) y'^)]y) 

'^)]/;^^-( )],) -4-:7 3^ydp$/p«5=-;v:7 3i-;i/) rn/^v^, 

15 (221) 3- (2- ( ( (IR) -1- ^-^^j^) ^ 

;w^'^-i';p) -4- (tfUS«^>-2-^;i/;t=3r^y) 7a.-;v) rTn^i^^, 

(222) 3- (2- ( (3-p<5^;i.-l- (4-7;V;^D7a.-;i/) 
:^7;w?-=E-r;V) -4->'rc>'driyp<5^;i/:7:c-;i/) yu^^>m. 

(223) 3- (2- ( (4-^9-;vya,-;i) y^ji,) ti 
20 ;w^^^-r;i/) -4-:7aiy:ap$/p<5^;v;7j.-;p) ^-n/iv^^ 

(224) 3- (2- ( (3-p?5^;i.-l-:7:r-;i/:^^;i/) >?7;i/7N'^^ - 
4- (b°US^>-3-^;V::^:3p.>^5^;i,) :7a.-;i/) rD/^'>^, 

(225) 3- (2 - ( - 

4- (tf 'Ji^>-4-^;i/:t:^^5>p?5=-;i/) :7•D7^•>^, 
25 (226 ) 3 - (2- ( ( 1 - :7 p!3;WN'^-f ;i/) -4-:7 3^y=^ 
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(227) 3- (2- ( (3-p<^;i/-l-:7:c-;i.:/^;v) :^7;w^'^^ - 
(228 ) 3- (2- ( (3~^^;]y-l--7 3.~;v'^^;]y) ijjw^^^jv) - 
5 (229) 2- (2- ( (3-p<5=-;i/-l-:7^-;u:7^5^;i.) i^jw^^^jl) - 

(230) 3- (2- ( ( 1 -7a^-;i/rDt:f;i/) yb^W'^^-f ;U) -4-7^^^ 

(231) 3- (2- ( ( 1 -7ai-;i/:7-5=-;i/) :^;wt^^;i.) -4-^3-^^^^ 

(232) 3- (2- ( (3 1 - y a:.-j]yy^j]y) - 
4- (b°U^:>?>-2-^;V;r^iyp?^;p) y rD7^">^, 

(233) 3- (2- ( (3-p<5^;i/- i-:7^-;i/:r5=-;i/) :;?7;wn'^-y ;!/) - 

15 (234) 3- (2- ( (3-^^;\y-l-y^=.j],y^;i) tiJW^^^Jly) - 
4- (2 -^^JIUV i^>- 3 )V:t^iy^^;iy) y yuj^>m. 
(235 ) 3- (2- ( (3-^5^;i/- 1 -:7:3i-;v:r9^;i.) _ 
4-y 3^—j]y^:t^9-j\yy yu/^^m. 

(236) 3- (2- ( (3 1 -y j^-;iyy^;]y) ^jw^^^jly) - 

(237) 3- (2- ( (3-^^;\.-l-y:j,-jiy^j],) ti;W^^^;v) - 
4- (l-p<5^;w^iS7V-;i/-2-^;P5^;t^5=-;i/) rD^^> 

(238) 3- (2- ( (2-i^^uytilfJV-l-y=^-;V3:,^;]y) 
25 -f;i/) -4-y:jiy^->jA^;]yy:i^-j],) y'uj^ym. 

(239) 3- (2- ( i 3 1 -y :r,^j],y^;^) ijjW^^^JV) - 
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4- (2-^9-J]y'7:^j^t^^^j\y) :7a^=.j]y) rn7i>^, 

(240 ) 3- (2- ( (3-^^;v-l-y:r,~;iy^;iy) ^jw^^^j],) - 

(241) 3- (2- ( (3-^^;]y-l-y:j,-;],:/^j],) ^tjjW^^^JV) - 
5 4- (2-t FD:3p5>>'a:y=3psxp<5=-;v) :7ai-;i.) rD71>^, 

(242) 3- (2- ( (2-7ai-;i/ai5^;i/) :^;w\*^^ _4_:7a^yd^ 

(243) 3- (2— <>^;i/:^7;W\"^^;ix-4-7iy:ff-Sy;><^;i/7^-;i.) 
10 (244) 3- (2- ( (3-^^JV-l-y=^-j),-3-y'^^;i^^ ilJW^^ 

(245 ) 3- (2-7:c-;i.:i;;w?^^;i,_4_y3-yo^^^^;^^^_^j^) 

(246) 3- (2- ( (3-^5=-;i/-l- (4-hV7;\y:tuA^;vy:^-jv) 

(247) 3- (2- ( (3-^5^;i.-l- (4 -:r- h^Z^y y^;V) 

:^;w\"^-r;i/) -4->'aiy:^r5>pi5^;v:7 3i-;i/) yti/^>m. 

(248 ) 3 - (2- ( (3-^5^;V-l- (3_^5.;i,:7 3,-;i,) ^ 
20 (249) 3- (2- ( (3-p<5=-;i/-l- ( 3 D D :7 :c y^ji) 

(250 ) 3- (2- ( (3 -^5^;i.-i- (4-^Dn7a.-;i.) 
;w\'^^;i/) -4-7aiy^s>p<9=-;i/:7ai-;i/) yuj-^iym. 

(251) 3- (2- ( (3-p<5^;v-i- (3-hij7;i/:tD^5^;i/7 3.-;i/) 
25 :tf;wt^^;i.) - 4 -y ^.y^^j^^ ^-^j^^ yv2^^>m. 

(252) 3- (2- ( (3-^5^;i.-l- ( 3 D D - 4 -:7;i.;tD 17 ^ - 
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(253) 3- (2- ( (3-p<5^;v~l- (3-:7;i/:rn7:c-;^) r?'^^;!/) 

(254) 3- (2- ( (3 -p<5=-;i/- 1 - (3,4, 5 - h U7;i/;rD7a::^ 

(255) 3- (2- ( (3-p<5^;i/- 1- (3, 5 -i:^ h U >';i/:^D p< 5=-;P:7 

(256 ) 3- (2- ( (3-p<5^;i/- 1- (3-p< h^i>7:n-;i/) :7>;v) 
10 pb;w?^-r;i') -4-:7:nyds^$xp(5=-;i':7ni-;v) rrn^'iv^^ 

(257) 3- (2- ( (3-;><5^;i/- 1 - ( 4 -3i^;i/7:c % 

(258 ) 3- (2- ( (3-p<5^;i/- 1- (4-:^5^;i/7a.^;i/) -zr^M 
;wt^-r;v) -4-;7 3^y:^s^p«^;i/7 3in;i/) :7°d.'1>^^ 
15 ( 259 ) 3- (2- ( (3-^g=-;p-l- ( 4 - D - 3 5^;!/^ 

(260) 3 - (2- ( (3-p<^;i/-l- (3-:7;i/:tD-4-^ h=3s^S/:7::c 

— ;v) :;b;w^^^-r;v) -4-7a:y ^iyp<5=-;i/7 3i— :7°d/i> 

20 (261) 3 - (2- ( (3-p<^;V-l- ( 3 -:7;i/:rn- 4 

(262) 3- (2- ( (3-^5^;P-l- ( 4 D n - 3 -7;i/:^n 7 3^::^ 

(263 ) 3- (2- ( (3-pi5^;v-l- (4-7;i/:^D7ain;i/) 
25 :5b;WN^^-r;v) -4- (2-p<5^;i'7 3ay 7 3^n;i/) :7°d^i> 
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(264) 3- (2~ ( (3-^5^;i/-l- (4-7;1/:^d:7 3i-;i/) 

(265) 3- (2- ( (3 1 - (4-7;i/:^D:7a^-;i/) :/5^;i/) 
5 :i?;w^'^-f -4- ( 2 h^^S^^oiy rn^i 

(266) 3- (2- ( (3 -p<5^;i/- 1 - iA-y}]y^uy :r.—)\/) •:/^}]/) 

>b;W?^-r;i/) -4- (3-i>'Ty y'n^y^^fi^/pi^^;!/) 7:c-;i/) rD.'^> 

10 (267) 3- (2- ( (3 1 - ( 4 - >';i/:^n :7 ji— y"^)]/) 
:^;WN'^-f -4- (2-^DD-5-p<5=-;i/>'3iydpi/^^;i/) y^^n 

(268) 3- (2- ( (3 -^5^;i/-l- ( 4 -7;i/;rn :7 ^^5^;!/) 
:*?;WN'^-<;i/) -4- (lfUi^>-3 — r;v:r=3ps>'^5^;i/) :7a:r:;i/) rrn 

15 /'IV^s 

(269) 3- (2- ( (3 1 - ( 4 D :7 jiri;!/) 

ij)]/;^"^^ )]/) -4- (if^^/— ;v- 1 — 7 rn.'i^ 

(270) 3- (2- ( (3-p<^;i/-l- (4-t-:7'5^;i/7air:;i/) :7"5^;i/) 

20 :>?7;w'^^-i';^) -4-7aiy^s/^5^;i/:7:n-;v) ^ny'iv^^ 

(271) 3- (2- ( (3-^^;i/-l- (2-p< h:35^5^:7 3^-;i/) 

(272) 3- (2- ( (3-p?^;i/-l- (4-7;i/:^0-2-^5^;i/7 3ir: 
25 (273) 3- (2- ( (3-^5=-;V-l- ( 3 f^)]/) i:3 
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(274) 3- (2- ( (3, 5 -i^j^^Jiy 

(275) 3- (2- ( (3-^^;i/- 1- (3, 5 4 h^i^ 

5 j^>m^ 

(276 ) 3- (2- ( (3-pi5^;i/- 1 - (5-^^)V-2-^ h^->V3^=. 

(277) 3- (2- ( (3 -^5=-;v-i- (4-rDt:;i/:7:c-;i/) z/^)],) 
pt;;w^'^-r;i/) -4-:7 3iy^s>'p<5=-;i/>'3^-;i') :rD>'^°>^^ 

10 (278 ) 3 - (2- ( (3 1 - ( 3 - h U >';i/^Dp< h :3pS>:7 

(279 ) 3- (2- ( (3 1 - ( 3 --T vm tf;i/7 

(280) 3- (2- ( (3-^5=-;V-l- (3— r vrDt:;i/:^-=3E^Sy7air:;i/) 
15 y'-^;!/) :^7;w-\^^^;i/) -4-:7iy:3ps/p<5^;v:7ic-;i/) rD/^>^, 

(281) 3- (2- ( (3-p<5^;i/- 1- (1, 3-$^:^=^-y--f >ir>-5- 

(282) 3- (2- ( (3-p<5^;i/- 1- (4-rDJi^^^y7 3i-;i/) :7'5=-;i/) 
20 :^;w^^-i';p) -4-7 3iy:^:^'p<5^;i/:7 3i-;i/) :7"D7i>^^ 

(283) 3- (2- ( (3-p<5=-;i/- 1- ( 2 -7;i/:^n - 4 - h U :7;i/;r D 
^5^;i/:7ir^;v) :/5^;i/) :^7;W'^^-f -4-7aiy ^s^p<5^;i/73z-;i/) 

(284) 3- (2- ( (3 -;><5^;i/- 1 - (4- h Vy)^:^U^ 

25 ;i/) :7'5=-;i/) :^;w^-^-r;v) - 4 -3731^ :3^syp<5^;i/:7rc-;i/) :7°n>'^>^, 

(285) 3- (2- ( (3-p<5^;i/- 1- (2, h^sy^a:-;!/) 
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(286 ) 3- (2- ( 1~ (1, 4-^>y'-:^::^^dpi^->_6 - 

5 ( 287 ) 3- (2- ( (3-^^;i/-l- ( 4 -S^7;i/:^D^ h^^ps^:? ^i^;!/) 
(288) 3- (2- ( (3-p<^;i/-l- (3, 4, S-hU^ h:3p5^:7:c- 
(289 ) 3- (2- ( (3-p<5^;i/- 1 - (2-i^DD-3, 4-S?^h^iy 

(290) 3 - (2- ( (S-^^^;!/-!- ( 4 V 3: 
:^7;WN"^-f -4 -7 3^y:3fi>p<5^;i/:7ic-;i/) ^"n^'SV^^ 

(291) 3- (2- ( (3-^5^;i/-l- (2->';V:^n- 5- h U:7;i/:^D 

(292) 3- (2- ( (3-p<5^;i/- 1 - ( 2 n n - 6 - >';i/:^D 7 - 

(293) 3- (2- ( (3-^5^;i'-l- ( 2 -i^ D D - 5 - h U :7;P;rD^ 

(294 ) 3- (2- ( (3-^5^;i/-l- (2-:7;i/;rD7 y^^J\y) 

(295) 2- (2- ( (3-p<g=-;v- l-:7:c-;v:;f5^;i/) :;!j;WN'^-r - 
25 4- (2 -p<^;i/:7 3iy ^^iyp^^;^) :7:cydrs^) f^^^ 

(296) 2- (2- ( (3-^^J]y- 1-y 3^=.;\yy'^JV) -^JW^^-iJV) - 
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4- (2-^ h^->'7 3^y^ty^^j]y) yrr^^t^) mm. 

(297) 3- (2- ( (3-^^J\y- 1- ( 4 -r-fe^;VT ^ ^ 7 :n 

(298) 3- (2- ( (3 1 - (3 -:7;i/:^D-4- h U:7;i/;rn 

(299) 3- (2- ( (3-^^J]y- 1- (4, 5 h:3pS^- 2 

10 (300 ) 3- (2- ( (3 1 - (2->^;i/:rn-4-p? h^i/>'ni 

— ;v) :^;w?^-r;i/) -4-7Jiy dr$>'p«5=-;i':7 3^^;i/) y°u^-^> 

(301) 3- (2- ( (3-^^J]/-l - (3, 4-S^:7;i/:^D7rcr:;i/) :^ 
15 (302) 3- (2- ( (3 -^5^;V-l- (4-^ h^i^- 1 , 3 

-f >^'>-6 — f;i/) :7*5^;i/) >!j;w\'^-r;i/) -4 -7;cy^i^pi^;i/7 3^ 
(303) 3- (2- ( (3-p<9^;i/-l- (3-a^h:3r^>:7rc-;i.) y""^;!/) 
20 (304) 3- (2- ( (3-^^;i/-l- (4- h U >';i/:^Dp<5=-;i'5=-:t7 3i 

(305) 3- (2- ( (3-^^J]/-l- (2-i^y))y:tti^ h^i^y^:--)^) 
25 (306) 3- (2- ( (3-^^Jl- 1- (2, 3, 5, 6-y^h^y;V^U 
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(307 ) 3- (2- ( (3-^5^;i/-l- (2- h U7;i/:rD^^;i/7 3i-;v) 

(308 ) 3- (2- ( (3-p«^;i/-l- (2, 5-S^7;i/;tD7^r:;i/) 

(309) 3- (2- ( 1- (2-yj]/7^u-5-^ h^-yy^^ 

m. 

(310) 3- (2- ( (3-p<5^;i/- 1 - (3, 4—y^^jiy:i^—jv) 

(311) 3- (2- ( (3-^^;V-l- (2, 4-5^:7;V:^D:7i.r:;i/) >^ 

(312) 3- (2- ( (3-^5^;i/-l- (2, 3, 6 - h U :7;i/;^-n 7 31 n 
15 (313) 3- (2- ( (3-^^;!/-!- ( 4 - ^ n D - 2 - 7;!/;^ n 7 n 

(314) 3- (2- ( (3-p<5^;i/- 1 - (2, 4, 5 - h U >';P:^n>^ai^ 

(315) 3- (2- ( (3-p<5^;i/- 1 - (2, 3-i:^:7;i';^D7in-;i/) :7'' 

20 :3f7;w^^-i';i/) -4-:7aiy :7°d>'1>'^^ 

(316) 3- (2- ( (3-p<^;V-l- (2-'^tltl-4-'7;V:tt2'7a:.~ 

;!/) :7'^;v) p!7;wt^-f ;i/) - 4 -:7:ry^i>'p<5^;i/:7 3i-;i/) y'uji>m. 

(317) 3- (2- ( (3-p<5^;i/- 1 - (2, 4, 6 - h U :7;i/:^D 7 ai- 
25 (318) 3- (2- ( (3-p<5^;i/- 1 - (2, 3 -S^^ h ^->:7 p'* 
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(319) 3- (2- ( (3-^^;i/-l- (4-5^Ji5^;PT^y f 

(320) 3- (2 - ( (3-^^J]y- 1- (2, 3, 4, 5, 6-^>^-7;]y 

5 yu^-Mym. 

(321) (2E) -3- (2- ( (3-^^;]y-l-y:r,-jvy'^jv) :jtj;w^^ 

(322) 3- (2 - ( (3-^5^;i/-l- :^=.Jl^) y'^Jl) 

10 (323) 3- (2- ( (3-^^;v- 1- (3-y;v:t^-2-j^^;V7:j^=. 
;v) r/^;^) :^;WN-^-r;i/) -4-7x.y ^s;/p<5^;i/:7 3^-;v) rn.'iv^, 

(324) 3 - (2- ( (3-^5^;i/-l- (2, 3, 4 - h U 7;i/:^b 7 ain 

(325) 3- (2- ( (3-p<^;i/-l- (4- (t:n us^>- 1 >^ 

(326) 3- (2- ( (3-pi^;v-l- (4-^^^;i/T^y :7 3z-;i/) :r 

(327) 3 - (2- ( {3-^^JV- 1- (4-i^^5^;i/T5.y-2-^ h^^p 

(328) 3 - (2- ( (3-p<5^;V-l- (2, 4 -S^^ hdr>>7 

(329) 3- (2- ( (3-^5=-;i/- 1 - (4->^h:3p5y:7 3ir:;i/) i:^^^;!/) 
(330 ) 3- (2- ( (3-p<5=-;i/- 1- (4-Ji hdp$x-3-^ h=3pS>':7;ii 
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(331) 3- (2- ( (S-p?^^;!/- 1- {A-^ vyxi}^)\yisr^t^y 

5 (332) 3- (2 - ( (3 -^5^;i/-l- (3, A -V:t.Y^^y'7 

(333) 3- (2 - ( (3-p<^;i/-l- (2, 3, 4 - h U ^ h :c - 

;v) :7-^;i/) :^7;w-^^^^;v) - 4 -:7rcy dp^p<5^;v:7 3z-;i/) rD/i>^^ 

(334 ) 3- (2 - ( (3 1 - (2, 4 -S^p< h 3 -p< 

(335) 3- (2 - ( (3 -^5=-;]/- 1 - (5^;r:7i>-2 — f;i/) y^-jv) 

(336) 3- (2 - ( (3 1 - (2, 4, 5 - h U ^ h ^^^:7 

15 ;p) y'""5^;v) :*7;wt^-r;v) -4-7^y ^s/p<^;i/:7^-;i/) rn^iv^s 

(337) 3- (2- ( (3-p<5^;i/- 1- (3-p<^;i/5=-;^-:7ai>-2— r;i/) 

(338 ) 3- (2 - ( (3 1 - (2, 3 - 4 h ^S^' 

20 /'IV^^ 

(339) 3- (2 - ( (3-p<5^;i/- 1 - (2, 5 - i^p? 4 h 

(340) 3- (2 - ( (3-^5^;i/- 1- (4-^ h^^>-3-^g=-;i/7rcr: 
25 ;i/) :7-5^;i') :t/;w\"^-r;i/) -4-y:^j^%/^^}vy:xu-)\/') yvm^m.^ 

(341) 3- (2- ( (3-^5^;i/-i- (5-p(^;i/7^>-2->f;i/) :r 
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(342) 3 - (2 - ( {S-^^)V-1- (2, A-t^:x.Y^t^-3-^^)]y 

5 (343 ) 3 - (2 - ( (3-^^;i/-l- {1 - ^^)\,\^u—)V- 2 )V) 

(344) 3- (2- ( (3-p<5=-;i/-l- (4-az^;l/^:^^^3.-;^) 

(345) 3- (2- ( (3-^^j\y-l- (3-hVyj]y:tu^^;i9-:^y:j, 

m. 

(346 ) 3 - (2- ( (3-p«5^;i/-l- (4-p<5^;i/5=-:t7 3.-;i.) 

(347) 3- (2- ( (3-^5^;i/-l- (4-^-^^ :7 3.-;i.) 7'5^;v) ;^ 

15 ;wt^-r;i') -4 -:7 3i^:3p$/p<5^;i/:7 3z-;i/) 7°d71>^, 

(348) 3 - (2- ( (3-p<5^;i.-i- (^:r7nz>-3— 
:^7;wt^-f - A-y a^y :^%^^^)]yy a^-)),) yu^^i^m. 

(349) 3 - (2- ( (3-^5^;i/-l- (2, 5 3. :7'5^ 

20 (350) 3- (2- ( (3-p<g^;i.-i- (3, 4 :r 
(351) 3- (2- ( (3-p<5^;i/- 1- (1, 3-i^^^^>(y-^y-4- 

25 (352) 3 - (2- (N— <>S^;v-N-p<5^;i/:^;W\'^^;p) -4-7:3:,^ 
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(353) 3- (2 - (N— -<>s^;i/-N-:7°D ;!/;?? ;wt^-f;i/) -4-y:r. 

(354) 3 - (2- ( (3-^^)\y-l- (3-:7A:^p-5-hU7;i/:^D 
pi5^;i/:7 3i-;i/) y^ji) -4-:7^y =^^p<5^;v:7^-;i,) 

5 yu/^>m. 

(355) 3 - (2- ( (3-^^j]y-l- (4-:7Ji':tU-2-hVyjly:tU 

- 4 -^o^y :3F-sy^5^;b7ic-;i/) 

(356 ) 3 - (2 - ( (3-^5^;i/-i- (2, 4 - i^p? 3. -;i/) 
(357) 3- (2 - ( i3-^^;V-l- (2, A. Y ^) ^ 

(358 ) 3- (2- ( (3-;^5^;i.-l- ( 2 -p< -;i.) y^^ji,) ^ 

15 ;WN*^-r;i') -4-:7^ydr<>^5^;i/:7^-;i/) y^uj^^m. 

(359) 3 - (2- ( (3-^5^;i.-i- (2, 3-S^^^;i/7^^;i/) 
;v) :^7;w^•^-r -4->'^yaps/^^;i/:7:c-;i/) r/n/^v^, 

(360) 3- (2- ( (3 -^^J]y- 1-y :r.-;\yy'^;]y) _ 

4- (:7^>-2-^;l/:^;^;^^"-;^T^yp<5^;^) :7a.-;i/) ^n^iv^, 

20 (361) 3 - (2- ( (3-^5^;i/-l-:7a.-;i.:r5^;i.) - 

(362) 3 - (2- ( (3 1 -:7 3i-;i/:7'5=-;i/) ;!3;w\"^-f - 
4- (2->'3^-;i/j^5^;i/) :7 3:^;i/) :7°D/i>^, 

(363) 3- (2- ( (3-p?5=-;i/-l- (3, 5-t?^^j]yya.~ji) 
25 jv) :^;w^^^;iy) -4- (3 -i^Ty y :ny ^s^^^ji,) y:^-;v) 
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(364) 3- (2- ( (3-^5^;V-l- (3, 5-i>^^;iya^-j]y) 

(365) 3- (2- ( (3-p<^;i/-l- (3, 5 -i^^5=-;i.7:c-;i.) -;r^ 
5 ;v) -4- (2-^ut2- 5 y 

(366) 3- (2- ( (3-^5=-;i/-l- (3, 5 

10 (367) 3- (2- ( (3-^5^;i/-l- (4-;>i h^S^- 1, 3-.:^;^^^-^- 

-f>V>-6-^;],) y^jv) :^;wn-^^;1/) -4- (2-^dd-5-p< 

(368) 3- (2- ( (3-^5^;i/-l- (4-^ h^t^i^-i, 3_e;:^jj.^ 

-r>iS^'>-6— r;i/) :i7;wt^-r;i/) -4- (3 -s^^^y ^^^y 

15 S^p<5=-;i/) :7ai-;i/) TD7^°>M^ 

(369) 3- (2 - ( (3-p<5^;i/-l- (4-^ h^i^'-l, 3 -S^^jj-d^.-y- 
^f >^'>- 6 y^^jv) -4- (2 -^5^;i.:7a.y 

7jcr:;i/) :7-d7\->^, 

(370) 3 - (2 - ( (3-p<^;ix-l- (3, 5-i^^DD:7:c-;i/) 

(371) 3- (2- ( (3-^^)V-l- (3~^\nti-5-yjV^uy:r.- 

(372) 3- (2- ( (3-^^jv-i- {A-y)Vitu-3-^^)],y:^- 
^5^;i/) -4- (2-p<g=-;i.:7 3iyd^$/p{5^;i.) ^^.r: 

25 ;i/) :rD7^°>^^ 

(373) 3- (2- ( (3-^5^;i/-l- {A-y }V:^u- 3 -:^^)Vy 
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(374) 3- (2- ( 1- (3, 5-^:7;i/:rn>'ai-;i/) 

5 (375) 3- (2- ( (3-^^;i- 1- (3, 5 - h ^5^:7 3^ 7' 

(376 ) 3- (2- ( (3-p<^;i/- 1 :^;w^^-i';i/) - 

4- ( 1 -y ^s^'j::^^;!/) :7rc-;v) 7°p^i>^^ 

(377) 3- (2- ( (2-p< h^iy-2-7a^— 

(378) 3- (2- ( (2-:7 3^^;vrDi:f;i/) -4-:7iy 

(379) 3- (2- ( (3-p?^;i/- 1 -:7 3^r:;i/:r5^;i/) >fj;wt^>r - 
15 (380 ) 3- (2- (3 -7I^.-;^^;l'7^^U >-4 — f -4- 

(381) 3- (2- (4-y:i^J^->\f^Vi^>-l — f)]yitj;iy7f^-;\y) -4 

(382) 3- (2- ( (2-p< h:3riy- 1- (3, 5 -S^p<5^;i/:7 3,-;i/) 3^ 

20 pt7;w'^^-r -4- (2-^nD-5 

(383) 3- (2- ( (4-^^;i/-2 -7i^;v^>^;i') 
-4-7:cy^i/^5^;i/:7ir^;i/) rrn/^v^^ 

(384) 3- i2-tyy3^—)\,^^j\,itj;vj'^'e^;]y-4-yj^^^->^^;]/y 
25 ^n;i/) yu^-^^m. 

(385) 3- (2- ( (2-S^^D:7°nlf;V- 1- (3, 5 
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(386 ) 3 - (2 - ( (1- (3, 5-i^^^;]yy3^^)]y) ;b;w\'^ 
-r;i/) -4- (2 -iJ'DD- 5 -p<9=-;^:7 :7ai^;v) 

5 /'IV^, 

(387) 3- (2- ( (3-7<^;i/- 1 -:7ai-;i/7>;i/) :;?j;W\'^-r - 

(388) 3- (2- ( (l-p<5=-;i/-2-7ai^;i/a::5^;V) :;!7;WN"^-r - 
4-7 3iy:3pS/p<^;i/7a^n;i/) rD7i>^^ 

10 (389) 3 - (2- ( (3-^^;v-l-:7:x^—;i'y'^;i^) :^J;w^•^-r;^) - 
4- (^>V^5^T\/— ;i/-2--f;i/) rD7l>^, 
(390 ) 3- (2- ( (3-^5^;i/- 1 -:7 3ir:;i/:7-5^;i/) :i3;w-^^^-i' - 

4- (1, 3-s^;r^-9--r><S7'>-2— r;i/) 7 rn^i^^, 

(391) 3- (2- ( (3-^g^;P- l->'ir:;i/y^^;i/) pf7;W\'^-r - 
15 4- (-f > 1 — r;i/p<^;b) rrn/iv^^ 

(392) 3- (2- ( (4-^5^;i/- i-:7 3i-;v^>^>-2— r;i/) p!?;]/ 

-4-:7 3iy^s>'^5^;V73in;i/) rD>'i>^^ 

(393) 3- (2- ( (3 1 -:7^^;i/:7'5^;v) ;b;w?^-i';i/) - 

20 (394) 3- (2- ( (:^7^lx>'-2--f;i/p<^;i/) :i?;w\'^-r;i/) -4- 

— r;i/^5^;v) td>'^>^, 
(395 ) 3- (2- ( (S-pi^;!/- :^;i/:7T^-r;i/) 

(396) 3- (2- ( (3-p<9^;i/- 1- (3, 5-s^p<5^;v:7aD-;i/) 
25 ;P) :^j;W'^^^;i/) -4- (\^^'J—J\y- 1--^ ym-jv) y°xn 
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(397) 3- (2 - ( (3 1 - (3, 5 -t^^ h^i^y ^ 
^J\y) -4- (tf^^/— 1 — f;]y^^J\y) 7^— ;v) 

(398) 3- (2- ( (3-^5^;i/- 1 -:7 3^— >b;w^^-i';i/) - 
5 3-;^^;i/-4-:7:cy:3f-sy^5=-;v7 3^r^;i') rny^v^^ 

(399) 2- (2- (3 1 - y 5b;wt^-r 4 - 

(400 ) 3- (2- ( (3 -t Fn:3p>>-3 -p<^;V- 1 -:7^-;V;7'5^;V) 

10 (401) 4- (2- ( (2- (i-y^u>- 1--^?]^) ytt^^y-^;]y) T^y) 
-4- (4-aih:35^S/7,cyipsy^5^;i/) y y'^>m. 
(402) (2 E) -3- (2- ( (2- (:^7^^>-2 — f;V) 

T^y) -4- (tf-^^/— 1 — r;v;><5^;v) -2-rn^> 

15 (403) 2- (2- ( (4-^^Jl-2 - (,i-y ^ \y> - 1 ))/) y 
(404) 2- (2- ( (4-p<5=-;i/-2 - 1 — f ^v^J^y 

(405 ) 2- (2- ( (4-^5^;V-2- (:M7^$^ >- 1 --f 

20 ^)\/) T^y) -A-^ty}\yT^y^yp)\y) ^mmw.. 

(406 ) 2- (2- ( (4-p«^;i/-2- (::^:7^l/>- 1 --r;v) ^y^y 

(407) 2- (2- ( (4-p<^;i/-2- (3?-:7^ix>-i — ^y^ y 
25 -r;i')r5:^)-4- (b°^^/-;i/- i — r ;vp<^;i/) ^yv>)\^) 

(408) 4- (2- ( (2- (:^:7^i/>- 1 — r;v) rn^^y-r;!^) T^y) 
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(409) 2- (2 - ( (4-;><5^;i/-2 - — T ^^iJ'^ 

(410) 4- (2- ( (2- (:^:7^l/>- iT^D^'^y >r;i/) T^y) 
-4-p<^;^5=•:^^p<^;^:7rc^;l/) :7'^>^^ 

(411) 4- (2- ( (2- (:^:7^l/>- 1 — r;i/) :7°D/iy -f T^y) 
-4-p<5=-;i/::^;i/:7^ ::fi$^>^, 

(412) 4- (2- ( (2- (:^:7^l/>- 1 rD7iy^;v) T^y) 
-4 -^5>';i/^5^;i/:7 3i-;i/) :7""i$7>^^ 

(413) 4- (2- ( (2- (::^7^5^u>- 1 :7°n^iy :F^y) 
-4-T5:yp<9^;i/7ai^;i/) 

(414) 4- (2- ( (2- {ir-y^VZy-l-^)\y) ro^NV-T;!/) T^y) 
-4-T-te5^;i/:F^y^5^;i/:7in;i') y^iS7>^^ 

(415) 4- (2- ( (2- (:^:7i$?i/>- 1 rrn^^y T'^y) 
-4-^$^;i'T^yp<^;i/:7 3^-;i') :7'^>^^ 

(416) 4- (2- ( (2- (:^:7^i/>- l->f;i,) 7°n7iy-r;i/) T^y) 

-4- (N-^ix;i/-N-p<5=-;i/7'^yp«5^;i/) •7s.-)\/) y^i/m^ 

(417) 4- (2- ( (2- (3^:7^$^l/>- >^D/sy^;i/) r^y) 

(418) 4- (2- ( (2- (::^:7^s^i^>- i->r;v) rD7iy-r;i/) 

(419) 4- (2- ( (4-^5^;i/-2- (::J-7^ l/>- 1 --r;i/) 

(420) 4- (2- ( (2- (:^:7^ v>- 1— r;v) rD7iy-r;i/) t^j) 

-4- (2-:4-=^Vt°U^^>- l-^;!.^^^;!.) ^o^-;!/) 

(421) 4- (2- ( (2- (±-7^]y>-l--iJ]y) yil?^^^)],) T^^) 
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-4- (tf ui^>-3--r;v::r^s>'^5^;i/) :7i.n;v) y^^^m^ 

(422) 4- (2- ( (2- (r^r7^b>'- 1 --r;^) rn^^y-f;!/) r^y) 

(423) 4- (2- ( (2- (::h:7i5']/>- 1 — ( JV) rD7iy-f;i/) T^y) 

(424) 4- (2- ( (2- 1 — r;i/) rTD^^y-f;!/) 
- 4 - :7 re -;i/x;i/:7 ^ 5^;i/:7 rc 

(425) 4- (2- ( (2- (:^7^1/>- 1 --r;V) rn7NV-f;V) 

10 (426) 3- (2- ( (4-p?^;v-2- 1 — r;p) ^v^^'y 

(427) 4- (2- ( (4-p<^;^-2- (::J-7^ 1 ->f ^ 

-f;i/) T^y) -4- (i^^^/— 1 --r;i/^5^;i/) y^^^.;]/) y^^^m^ 

(428) 4- (2- ( (2- 1 — f;!/) rD/iy-r;i/) T-^y) 
15 -4— ^>y-i';i/T^yp<^;v:7rc-;i/) r/^j^y^, 

(429 ) 4- (2- ( (2- (:^7^ix>- 1— r;i/) rn^'^y-r;!/) tk^) 

-4- (l^Ue^>-4-^;V:^:^S>'p<^;i/) :7air:;i/) 

(430) 4- (2- ( (2- i±y^]y>-l-^J\y) yUJ^J )]/) T^J) 

-4- (2-7rcy^>>a^5^;i/) 

20 (431) 4- (2- ( (2- (:^:7^i/>-i — r;v) rD/sy>r;i/) T^y) 
-4- (If ';s^>-2— r;i/:r^s/^^;v) y:^=.)]y) y^^m. 

(432) 4- (2- ( (2- (::^:7^i/>- 1 --r;i/) rn;iy-r;v) r^y) 
-4- (N-^^;i/-N-7^— :7 3ir:;i/) i^^^J^v^^ 

(433) 4- (2- ( (2- (r^>^i5^i/>- 1 — r;^) rD^iy-Y;!/) T'^y) 
25 -4- (N->K>W;i/-N-p<5^;i/T5: y ) y^L-ji/) y^>W.^ 

(434) 4- (2- ( (2- (4 -7;i/;rD:^7^$'l/>- 1 — Y;!/) m^^y 
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(435 ) 4- (2 - ( (2 -7rc-;i/7°D^NV-r;i/) T^y) -4-7 3zy=3r 

(436) 3- (2- ( (4-^5^;i/-2 -:7ai-;v^>>5'y r^^) - 

(437) 3- (2 - ( (2 -:7 3:-;i/^>^j^y-r;i') T^y) -4-y:r.j:^ 

(438) 3- (2 - ( (2 -7 31— ;i/rD7iy-f r^y) -4-^3^^^ 

10 (439) 3- (2- ( (2 -:73iri;p:7^i5^y -r;!/) T'^y) -4-7j.y^S^ 

(440) 4- (2 - ( (2 -7 ji^;i/:7°n^sy-f T^y) -A-y:^—)\/ 

T^y y^^ym^ 

(441) 4- (2- ( (2 -:7i— ;vrD>'iy'i';i/) r^y) -4-^>y-r 
15 y^^;v:7rc-;v) 7"^>^, 

(442) 4- (2- ( (2- (4-7;i/;rn±7^ 1 — f;i/) rn^'^y 

(443) 4- (2- ( (2- (±:7^V>-1 — r;P) yu;-^J^)\y) TKJ) 

20 (444) 4- (2- ( (2- (±7^ 1 :7°D>'iy T^y) 

(445) 4- (2- ( (2- (4-7;l/;rP:^7^ 1 --f;!/) ^D^^y 

-f;i/) T^^y) -4-:7:n-;i/T^yp<^;i/7ain;i/) 
(446 ) 4- (2- ( (2- 1 — r;v) rTn/NV -r;i/) T^y) 

25 -4- {4-t^-ryfy:cj^^y^^)v) :7i-;i/) y'iJ^y^^ 

(447) 4- (2- ( (2- (^>^/5^:^:7rc>- 3 — f )V) yu^^J^)]/) 
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(448 ) 2- (2- ( (2 -:7rc^;i/rD.'iy'i';i/) T^y) -4-:7 3^y:3p 
(449 ) 2- (2- ( (2- (r?-:7^ v>- i--r;v) rP7^y-r;i/) t^^) 

(450) 4- (2- ( (2- v>- i--r;^) 7°D7iy-r;^) r^y) 

(451) 4- (2- ( (2- (^7^l.'>- 1 7°Dy^y^;i/) T^y) 
10 (452) 4- (2- ( (2- (rJ-:7i$^l/>- 1 --r;V) iTD^'iy ;V) T^y) 

-4- (3-7;i/::rD^>^/-Y;vT^y^5^;i/) :7 3i^;v) :r^>^s 
(453 ) 3- (2- (N-^>i^;i/;^;v3t:— ;i/-N-p<5^;i/7^^y) -4-7 

(454) (2E) - 3- (2- (N-^>S^;i/>^;i/!^n;V-N-p<5=-;i'T^ y ) 
15 - 4 :3f^s^p<5^;i/7 3i-;v) -2-rD^>^, 

(455) 4- (2- ( (2- (r^^iS'l/V-l — r;V) zrxD^J^)^^ TK^) 
-4- (3-^ h=3pS>'^>y^;VT^y^^;V) ^'ain;!.) y^>m. 

(456) 4- (2 - ( (2- (r^^^i/v-i — r;i/) :7°n7iy^;i/) T^y) 

20 (457) 4- (2- ( (2- — f )V) rn/'^y-f;!/) T^y) 
-4- (^:t7:x>-2 — r;i/>?j;V5ii^n;vT^ :7 3i-;i/) 

(458) 4- (2- ( (2- (±:7iS^b>- 1— r;v) 7°D>'iy-f;p) T^y) 

-4- (3-^5^;i/^>\/-r;i/T^y^5=-;i') ^j^— 

25 (459 ) 4- (2- ( (2- 1/ >- 1 — f m^^y-f;!/) T^y) 

-4- (3-^nD^>^/-f;i/7'^ypi5=-;i/) :7 3^— ;v) y^^^m^ 
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(460 ) 4- (2- ( (2- (^y^uiy-i — r;v) r^7^v-r;^) r^y) 
-4- (3 -s^Ty^>vV;vT5:y 7x.n;i/) :7""^$^>^^ 

(461) 4- (2- ( (2- 1— rn.'iy-r;i') T^^) 

-4- (4-:7;i/:tD^>\/-i';i/T^ ^^9=-;^) :7 3i— ;p) i^^s^^^^ 
5 (462) 4- (2- ( (2- 1 --f;!/) rD7NV-r;v) TS:y) 

-4- (2-7;i/;rD^>\/-i';VT^yp<5^;i/) 7'i«7>^^ 

(463) 4- (2- ( (2- (:^7i5'i/>- 1— r;v) rD>'iy-r;i/) T^y) 
-4- (3-^DD-4-7;v::^D^>y-i';vT5.y^5^;v) :7 3i^;i') 7^ 

10 (464) 4- (2- ( (2- yu^^^^JV) 
-4 -:7 3^y y^y^^ 

(465) 4- (2- ( (2- (3 -i5^Dn:7 3i— roz-^y -f;!/) T^y) 
-4 -:7 3iy ;v) y^^yM. 

(466) 4- (2- ( (2- (4-^nD-73i— rp/iy-f;!') T^^) 
15 -4-:7 3zy^s^^^;v:7rQ-;i/) :7'"^>^, 

(467) 4- (2- ( (2- (4->^;i/:^D7 3i— rD/^y-f;v) 

(468 ) 4- (2- ( (2- (4-p< h :3p<>:7 rn7iy'f;v) r^y) 

20 (469 ) 4- (2- ( (2- (r>-:7^i/>- 1 — r;i/) :7°D/iy-r;v) T^y) 
-4- (3 -a^ h=^s>'^>^/-r;vT^ y ;'<5^;v) :7rc-;v) y'^>m. 

(470) 4- (2- ( (2- 1— r;^) rn/'-^y^;!/) T^y) 

-4- (3, 5-i>yjlitU^>V^ JVT^y^ 7:n-;v) 

(471) 4- (2- ( (2- (:^:7^b>- rD/^^-i';!/) T^y) 
25 -4- (3 -7;i/:4-n7:iiy y^^-jv) y^ym. 

(472) 4- (2- ( (2- (4-p<5^;i/:7 3.;:i;i/) rD7iy'i';v) :F^y) 
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(473) 4- (2- ( (2- i--r;v) rD/iy^;v) T^y) 
-4- (4-s^Ty-2-p< v^i^'y=^^^i^:^^))/) y 3:-=.)]/) y^d^^m.-. 

(474) 4- (2- ( (2- (:^7^l/>- 1 — r;i/) r/n^iy T^y) 
-4- (3 -:F-fe5^;i/:7^y :3p>>^5^;i/) :7rc-;v) 

(475) 4- (2- ( (2- (±:7^i/>- 1 --r;i/) rD/iy-Y;!/) T^y) 
-4- (3 — r vrDtf;i/-5-pi5^;i/>^^y r?'^ 

(476) 4- (2- ( (2- (:^7i$'i/>-i — r;i/) rn7^y-r;v) T^y) 
-4- (2, 4, 6- h U:7;i/;rn>'aiy:3p$^p<5^;v) :7rc-;v) 

(477) 4- (2- ( (2- (±:7^i/>- 1 — r;v) rn/^y>r;v) T^y) 
-4- (4- h U 7;i/^Dp<^;i/5^;r7:cy^sypi^;i/) y y^y 

m. 

(478) 4- (2- ( (2- (:^7^«7l/>- 1 y'xi?-^J^}V) T^J) 
-4- (4 -ly'D^^j^y :7 3i-;i/) 7''^>^^ 

(479) 4- (2- ( (2- {i-y^\y>-l--^)]/) rD7iy-f;i/) T^^) 
-4- (3-;>< h=3E^$x:7 3iydrS^pi5=-;i/) y y^i/Wu 

(480 ) 4- (2- ( (2- (r>-7^i/>-l — f;i/) yxinj-{)v') T5;y) 
-4- (2-^ h^Sx7:ny^i/^5^;i/) f^yW.-. 

(481) 4- (2- ( (2- (:^:7^i^>-l — f;v) ro^iy-T;!/) T^J) 
-4- (2-^5=-;^^>^/^T^/— ;v- 5 -'i';y:r^^^^;v) 7^^— ;v) 

(482) 4- (2- ( (2- (r^^^l-V- 1 — r;i/) rn/^y-Y;!/) T^^) 

-4- (4- (1, 2, 4- h 1 — r;i/) 7 

(483) 4- (2- ( (2- (:^7^ix>-i-^;v) rD/iy-r;v) T^y) 
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-4- (2 -J:: h:^S/:7:ny:3p$y^5^;i/) y :7^5^ 

(484 ) 4- (2- ( (2- (:^:7^P'>- 1 --f ;p) rnyiy^;i/) T^y) 
-4- (2-p< h^Sy- 5 ^ix^^^-;^) ::/^>^, 
(485) 4- (2- ( (2- :rD/sy^;p) T^y) 

-4- (3, h^^y -7 y-$^>m. 

(486 ) 4- (2- ( (2- (±7^1/>- 1 — f;i/) rD/i^^;i/) T^y) 
-4- (2-7;^^D- 6-^ h^^7a^y=3pi^p<5:.;p) :7 3i-;i/) >$7 > 

(487) 4- (2- ( (2- (r>-:7i57i/>- 1 — r;i/) rD7^y-f;i/) T^y) 
-4- (2 --r v:rnbVi/;t^S/7i.y:3ps:/^^;i/) ::/i$/>^, 
(488 ) 4- (2- ( (2- (i-y^U>-l-^JV) ^D^^y-f;!/) T^y) 
-4- (2 -7-42 5^;!/- 5 h^>>7:i:.y=3p.>^5^;i,) y ^-;]y) y^^^^ 

(489) 2- (2- ( (4-p<5^;i/-2 - (:^:7^ 1/ >- 1 — f ;i/) ^^iJ^y 
I';!/) T^y) -4-:7 3iydp5yp?5^;i,^>.:;;i,) 

(490) 4- (2- ( (2- (::^7^l/>- 1— r;i/) iTDyiy^;!/) T^^) 
-4- (2-^DD-4, 5 JpS^'^^;!/) y:^—)V) 

(491) 4- (2- ( (2- (:^7^l/>- 1 --r;^) rp^iy^;!/) T^y) 
-4- (l-;r=^V-l, 2, 3, 4-^ h^t FD:^:7^5^l/>-6— r;i/ 

(492 ) 4- (2- ( (2- (:h7^U>- 1 --r;i/) y'Xi?^^^)\,) TXJ) 
-4- (3-i>Ty :7a^yc3ps/p<5^;i/) :7airz;p) y^^yW.^ 

(493) 4- (2- ( (2- v>- 1 — r;i/) :rD>'iy-r;p) T^y) 

-4- (3-^Dn-5-p< h^^^yiyaiy:^^^^^^^:.;^) ;7-^-;p) 7"^ 

(494) 4- (2- ( (2- (::H:7<$'i/>- 1— r;p) y'unj^)v) T^y) 
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-4 - (4-3^g^;i/-2-p< h^tyy :^^^iy;>i9-j)y) y y'$^ym. 

(495) 4- (2- ( (2- (:^7i«7 1/>- 1 --r;i/) :7°D7iy^;i.) t^J) 
-4- (4 y - 2 -iJ7Dn7niy ^'ji-;!/) 

(496 ) 4- (2- ( (2- (rJ-^^ v>- 1 --I-;!/) ^D^^y-r;v) T^y) 

-4- (2 ^'j^-;!/) :7"i$'>^, 

(497) 4- (2- ( (2- rD7iy^;i/) T^y) 
-4- (4-:7'^57y^;i.:7 3^ydps^^^;i.) :7rc-;i/) 

(498) (2 E) -3- (2- ( ( 4 2 - 7 -;i/^>iJ^ y 
T^y) -4-7a^y^syp<^;i/>'3^-;i/) -2-:rD^>^^ 

(499) 4- (2- ( (2- (4-7;i/:^-D:^:7^l/>- 1 rTp^iy 
-f;!/) T^y) -4- (t°^V'— 1 y y^^^m^ 

(500) 3- (2- ( (2- (4-7;i/:rDr?-:7^$^l/>- l->f;i/) m^iy 

(501) 3- (2- ( (2- (4-7;V::^n±:7^ ix>- 1 ro^iy 

(502) 3- (2 - ( (2- (4-7;i/:^-D3^>'^l/>- 1 m^'^y 

-r;i/) T^y) -4- (tf^y— ;v- 1 --r;^p<5^;i/) :7 3i-;i/) rD^i> 

(503) 2- (2- ( (2- (4->';i/^D:^7^1/>- 1 — f;i/) T-fe5=-;i') 

T^y) -4->'3.y:3p5yp<5^;i/^>$^;i.) ^m,mm. 

(504) 2- (2- ( (2- (4-7;l/^D:^7^$'^>- 1 -^;i/) :7°D^iy 
-r;i/) T^y) -4-y ^y:^ty^^;v^yz^jp) ^B,mm. 

(505) 2- (2- ( (4 -;><g=-;i/-2 -7 3^ri;i/^>>5'y T^y) - 

4->'^>'^s>^5=-;i/^>^;p) ^Mmm. 

(506) 2- (2- ( (4-p<5^;i/-2- (3, 5 ^> 
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(507) 2- (2 - ( (2 - (i-7^]y>-l-4JV) T^^JV) T^y) - 

(508) 3- (2- ( (4-^5^;i/-2- (4--^;]y:tu-3-^^;vy:^- 
(509 ) 3- (2- ( (4-p<5^;i/-2- (3, 5 a: ^> 

(510) 3- (2- ( (4-p?5=-;i'-2- (4-p< 1, 3-S^:t^-y- 

10 :7°D>'^•>^, 

(511) 2- (2- ( (2- yun^^)]y) T^J) 
-4- (2-p<'5^;i/7^y:ari>p<5=-;i/) ^Mmm. 

(512) 2- (2- ( (2- (::^7^$^l/>-l-^;^) r^^^v-r;l/) T^y) 

-4- (2-i?'DD-5-^5^;i/>'3;y:3ps^P<^;V) 
15 (513) 2- (2- ( (2- (±yS^u>-l-^jV) yu^^^^jl) T^^) 

-4- (3-->Ty7rcydp>>p{5:.;i,) ^M^mm. 

(514) 2- (2- ( (2- (::h7^v>- 1-^;^) ^D/iy^;!/) T^y) 
-4- (tf ';5^>-3-^;v;5}-^Sxp<5=-;i/) ^>>^;i/) 

(515) (2E) -3- (2- (3-7x.-;i/rnfc.Vl/) -4- (tf^V^-;i/ 

(516) 2- (2- (3- (:^7i$7i/>_2 --f rrntf;!/) -4- (i^^ 

(517) N-^S^;i/-3- (2- (2- (3^7^1/>-2-^;i/) x^h^i^) 
-4- (tf^y— f;v^^;i/) :7 3z-;i/) rD>'i>T^ h\ 

(518) N-7 3.-;i/x;i/4^-;i/-3- (2- (2- (±:7i$^ 2 
^h^i^) -4- (t^^^/— ;u- 1 — r;i/^^;i/) :7 3i-;i/) rn^iVT^ 
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(519) N-7^n;i/x;i/^r:;i/- 3 - (2- ( (3-^^J]y- 1- (4-7 

(520) N-^5^;i/-3- (2- ( (3-p<5^;V-l- ( 4 -7;i/:?rD 7 n 

(521) N- (tfUS^>-2-^;V) -3- (2- ( ( 3 1 - (4 

— •y)Vituy 3^=.)]/) y"^)]/) :t;;W'?^-f -4 

(522) N - ( 4 - h U 7;i/;^D^ _ 3 _ ( 2 - ( ( 3 

(523) N- (±y^]y>-2 — ( ;vy.;]y^—j]y) -3- (2- ( (3-p<5=- 

(4 -7;i/::tD7rc-;i/) y^jv) yb;w\'^-i';i/) -4-7a^y^ 

(524) N-(3-^DD-4 5^;V7 - 3 - ( 2 - ( ( 3 

(4-7;i/:^D>'ic-;i/) T"^;!/) :i7;w?^'i';i/) -4-7 

(525) N- (4-^5^;l/7a::r:;^::^;l/7^^-;l/) -3- (2- ( (3-^5^;i/ 
-1- (4 -7;i/:tD7i:r^;i/) 7'^;i/) i^;^^^-^;!/) -4-7 3^y:3p.> 

(526) N — f V7°Dl:^;i/X;i/pJ^:r;i/- 3 - (2- ( ( 3 -p< 1 - (4 

-7;v:tD7 3i— ;i/) 7"'5=-;i/) :i7;w^^>r;i/) -4 -7aiy :3rS/^^;v7ai 

(527) N- (4-p<:^;l/7Jc-;l/:^^;l/;}^-;l/) -3- (2- ( (3-^5^;!/ 
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(528) N- ( (1, 1' -lf7 3^r:;i/-4— r;i/) :^;l/7J^-;l/) - 3- (2- 
( (3-^g^;v-l- (4-7;i/::^n>'3in;v) y'^jv) pb;WN'^-r - 

(529) N- ( (1, 1' -If ;i/-2 --f - 3- (2- 
( (3-^5^;i/-l- (4-7;i/:rD:7 3^n;i/) :t?;WN"^-r;v) - 

(530) N- (3, 4 -$^7;i/;rn7rc^;i/X;i/7j^-;i/) -3 - (2- ( (3 

(531) N- (2, <6-Vy)\^-AXiy :!i.—)\/-7.)\/it^=.)]/) -3- (2- ( (3 
15 (532) N- (2, ^-Vy )y'^uy :s:.:=-)\'y.)Vii^=.)V) - 3- (2- ( (3 

(533) N- {2, :^::^)V'7.)V-fr-—)\y) -3- (2- ( (3 

(534) N- ( (E) -2-7 3ii^;Va:5"r:;i/X;i/*J2n;v) - 3- (2- ( (3 

(535) N- (7-^>-2— f;i/:^;v3}Nr:;i/) -3- (2- ( (3-p?5=-;v- 
25 1- {^--7 )\/-^u'y 7"^;v) :i7;w-\'^-r;i/) -4-7^y=^i/^ 
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(536) N- (^:t':7^>-2-^JVX;]y-!t-=-Jly) -3 - (2 - ( (3-p<5^ 

(537) N- (7-^5^DD^>\/7^-tf>-4--i';i/X;i/3t?r:;i/) - 3- (2 
- ( (3 -p?^^-;!/- 1 - (4-yjv:tuy y^jv) ^jvj-^^^jv) 

(538) N- (3, 4-5^^nDy':c-;v:^;P4^-;i/) -3- (2- ( (3- 
p<5=-;i/-l- (4-:7;1':^d:7 3^-;i/) y^^jv) :t?;wt^-f;v) -4->'3i 

(539) N- (4-^ -3- (2- ( (3-^g^ 

(540) N- (3 -p<5^;i/7 3^-;i/;;^;i/5}^-;i/) -3 - (2 - ( (3-^^;i 
-1- (4-:7;i/;rD7ai^;i/) r/^^;!/) >i3;wt^-r;i/) -4-7^1^:^$^ 

(541) N- (2-yjP:tuy:i:-j]yy.;v^~;v) -3 - (2 - ( (3-p<5^ 

(4-:7;i/;^D>'azr:;i/) -y^jv) :5b;w^•^-r;^) -4-:7a^y;3^ 

(542) N- (4-->Ty'y3i—JlyX;iy:^—;V) - 3- (2 - ( (3-p<^;i/ 
-1- {4-y)]/:^uy 3L-)\,) y'^JV) ijJV/'i^^JV) -4--7 3^y^-> 

(543) N- (3 -S^-T-y 7 -3 - (2- ( (3-p<5^;i, 
-1- (4-:7;i/;^D:7 3iri;i/) y^)]/) :^f;w^*^-r;^) -4-7 3^y^sx 

(544) N-(2 -^'DD-4-iyTy :7^n;l/x;^4^^;^) - 3 - (2 - ( (3 
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(545) N- (3 -p< h=^$/7ni-;v;;^;V73^-;v) -3- (2- ( (3-^^ 

5 (546) N- (4 -:7>:3p5y:7rc-;l/;;^;^7j^-;l/) -3- (2- ( (3-p<^ 
{4-yj]/:tuy:j^~j]/) y^jv) :>?3;w^^-f -4-7 3^^:3^ 

(547) N- (4-y)l:^UZ7aL-;v:7.)V^-JV) -3 - (2 - ( (3-p<5^ 

(548) N- (2 -^nn- 6 -;i^J]yy :i^—Jl/y.;]y'^-)]y) - 3 - (2 - ((3 

(549) N-(2- hU>';V:tn^9^;i/>^3i^;VX;i/3tJr:;v)-3-(2-((3 

15 ( 4 -7;i/;5}-D7ni-;i/) :^3;w?^-f -4-7 

(550) N-(3- hU7;i/;rn^5^;i'7 3^n;px;i/3j^-;i/)-3-(2-((3 
20 (551) N- (4-rntf;i'7 3in;i/x;p3^-;i/) -3- (2- ( (3-p<5^ 

(552) N- (4-^Vyt2\f;]yya^—)]yy,j]y7i^-;]/) -3- (2- ( (3- 

p<^;i/-l- (4 -7;v;rD7 3in;i/) :^;w'^^-i';v) -4-7ac 

25 7=^Sy^5^;l/7a^— 7°D7^>T^ 

(553) N- (:^7^$7ix>- 1 -3- (2- ( {3-^^ 
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(554) N- (4-:/5^;i/:7 3z^;i/;?^;i.;j^-;i/) -3- (2- ( (3-^5=-;i/ 

(555) N- (5— <>v^-Y;i/T^y^5^;i/5=-:^:7 3i>-2— r;!/;^;!/^-;!/) 

-3- (2- ( (3-p<^;v-i_ (4-:7;i/;tD:7a^j:^;i/) i^j], 

(556) N-7j^-;1/;^;1/^-;u-2 - (2- ( ( 3 -p<5^;i/- 1 -:7ai-;i/ 
10 -y^;]/) :i7;w?^-r;v) -4-p^3^y :^i^^^;i/:7 3zy^s^) :p-fehT^ F^ 

(557) N-7jz-;i/x;i/3}x-;i/-2 - (2- ( ( 3 1 3^-;^ 

iJJWi^-^JV) - 4- (2-p<^;i/7 3iyr3r>yp{5^;i/) :7^y:^$^) 

(558) N-7a^n;i/x;i/5^-;i/-2 - (2- ( ( 3 1 

15 r'5^;v) :^;w\"^^;i/) -4- (2 h^s^:7aiy :^^syp<5^;i/) :7j,yd^. 

(559) N- (5 -p<-5=-;i/:7^>-2 --r;!/;^;!/^^:-;!.) - 3- (2- ( (3 
-p<^;i/-l- (4-:7;i/:^D7 3i-;i/) :7*5^;i/) :^7;w^"^-r -4-7 

20 (560) N- (9-:tyj^>-3-^;v:7.j],yt^-;]y) -3- (2- ( (3-^^ 

(561) N- (y^>-3--i;]yy.jv^.-ji,) -3- (2- ( (3-p<g^;i/- 
1- i4-yjv:tny:^—;v) :^;w\*^-r;i/) - 4 -:7aiy 

(562) N- (l-^^;l/tfD-;^-2-^;l/;^;l/;i^-;^) - 3- (2 - ( (3 
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(563) N- (3, 5-i;>?i^J]/^V:t^^'J—;]y-4-^JV:yk;V:^—;\y) - 
3- (2- ( (3-^5^;i/-l- (4->';V:^D>'3i-;i/) y'^jv) i^jl^n 

(564) N-^>i^;i/>^;i/>^::^;i/- 3 - (2- ( - (4-7 
;i/:^D7 3i-;i/) :^?;w^'^-r;^) - 4-y :c^y^^->^^;]/-y 

(565) N- (5-P^^JVTS.J±y^ly>-l-4J\yy.J]y^--J\y) -3- 

10 (2- ( (3-p<^;i/-l- (4-:7;P:rn>'3i-;i/) ?b;wt^'f 
;v) -4-7 3^ydp$/pi5^;i/:7 3^^;i/) >^d7n°>t^ K 

(566) N- (4-T-k5^;VT3:y 7rc-;v;^;i/4^-;i/) -3- (2- ( (3 

(4-:7;i/:^p:7^^;i/) y^;]/) yb;WN'^-r;v) -4-:7 

15 (567) N- - 3- (2- ( (3-^5=-;V 

-1- (4-7;i/;^n7a^r:;i/) y'^j]/) ;]/) -4-ya^y^%y 

(568) N-(2-^ h^Sy:t>;V7K— ;V7:c-;i/:^;i/4^-;i/)-3 - (2-((3 

(4-7;i/;rP7a:^;i/) :7'5=-;i/) >f3;W'?^-r;i') -4-7 

(569) N- (3- (3-pi5^;i/-5-:r=^Vl^^^/— 1— Y;!/) 7:c- 

-3- (2- ( (3-^^;i/-i- (4-7;i/;rn7 3in;i/) 
7'5^;i/) :^j;w'^^-f - 4-y ^y :^^)vy yun-y-r^ h\ 

(570) N- (^ h^\/~;i/-5 — r;i/) -3- (2- ( (3-p<^;i/-l- 
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(571) (2E) -N-:7 3^r:;i/X;i/*cn;i/-3- (2- ( (3-p<5^;i/-l 

(572) N- (tfUS^>-2-'i';W -3- (2- ( 4 2 -:7 3in 

(573) N- (T^h^^/— ;i/-5-^;i/) - 3- (2- ( 4 -p< 2 - 37 

(574) N->'3in;i/:;^;i/7}^-;i/-3- (2- (2- (:^:7^ 2 --T;!/) 
^h^S>) -4-:7 3iy:3p$/^5^;i^:7ai-;i/) 7°D7n°>t^ Fs 

10 (575) N-:7a^-;i/::^;i//J^-;i/-3- (2- {3 ->^^)]y- 1-y 

(576) N- (t^ h^\/— ;i/-5— r;i/) -3 - (2- (2- (±7i$^l/>- 

2— r;i/) ^hdp5>) -4- (i^^V^— ;v- 1 — r;vp«5=-;i/) r 

15 D71>T5; h\ 

(577) N- (5^h^^/— ;i/-5— - 3- (2- (2- (±7^5^ 

2— r;!/) rch:3p$/) -4-:7a^y:3p$^p<5=-;i/7 3^^;i') ro/iyr^ h\ 

(578) N->'rc-;i/>^;p:^-;i/-3 - (2- ( 2 -:7 3z-;i/ic h^f-^) -4 

- (b'^v"— — r;!/^?^^;^) :7rc-;i/) rn/i^^^ h\ 

20 (579) N- (t^ ;i/-5— r;i/) - 3- (2- (2->'3^ii;i/aihdt^ 
^) -4- (tf-^^/— 1 — r;pp?^;i/) :7i-;i/) ^^d^'^vt^ F\ 
(580) N- (5-:7-D^-2-p< h:3p>>7^r:;i/X;i/5}>-;i/) -3- (2- 

25 (581) N- (3, 4-i^:7;v:tD:7 3i-;i.x;i/:^-;iy) -3- (2- (2- 
(^7i5^lx>-2-— 3^h:ari^) -4- (tf^V— 1 — f 
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(582) N- (7-^DD^>v'7^1f>-4--f;i/X;i/7^-;i/) -3- (2 

- (2- i±-:7^u>-2--iJi') 3:.h^-» -4- 1-^ 

5 (583) N- (3, 4-S?^DD73in;i/;;^;i/4^-;i/) - 3- (2 - (2 - (r?- 
:7i$'ix>-2-^;i/) -4- (b°^y-;i/- 1 7 

(584) N- (3 -S^^y -3- (2- (2- (:J-7^ 
v>-2— jzhdrs^) -4- (i^^v— — f ;i/p<5=-;i') 

10 7°D>'i>:r^ H\ 

(585) N- (3 -^nD-4-^^;i/7ji-;i/;:^;V3}^-;i/) -3 - (2 - (2 

- (::?-:7^1/>-2-^;L') a^h:3p5y) -4- (i^^ V— 1 

(586) N- (3 -i^nD-4-:7;i/;^D7ic-;v:;^;i/;}^-;i/) -3- (2- 
15 (2- (::J-:7^1/>-2— i-;!/) oihdp^y) -4- 

(587) N- (5-yu^-2-^h^->y:r.-j]y:;(,j]y^s-;]y) -3- (2- 
(2- (:^:7i$'i/>-2-^;i.) j^h^Jpi^) -4- (tf^^/-;^- 1 

(588) N- (5-yt2^-2-?i.h^->ya:.-JV:7.Jly^.-j]y) -3- (2- 

(589) N-7al^;l/:;^;^;j^-;^-3- (2- (2 - y 3^^)\y3:.h^iy) -4 

(590) N- (3-^7UU-4-yjV:tUy 3i-)]yXJV7^—JV) -3 - (2- 
(2- (:^7^1/>-2-^;i/) -4- ( 3 -S^T^ 7:cy 
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(591) N- (3 -i^'T^y :7 3z-;^x;^/^^-;l/) - 3- (2- (2- (±y^ 

(592) N- (3, 4-S:^^DD:7 3i-;v^;1.:^-;V) - 3- (2 - (2 - (± 
7^l/>-2 —Y;!/) 3::hc35^Sy) -4- ( 3 - T y 17 3^ y pi 37 

(593) N- (3 -^dd-4-^9^;I/>'3i-;p:;^;1/7}n-;p) -3- (2- (2 

- (:^7^1/>-2— r;i/) -4- (3-:J>'Ty 

(594) N- (7-^DD^>\/:7-^-lf>-4— r;i/x;i/7t^-;v) -3- (2 

- (2- (:;f-v'^l/>-2-^;i/) a^h:3p5y) -4- (3-5^7^7^^^^ 

(595) N- (3, 4-t?:7;i/;^D:7ai-;i/:;^;i/:tJ-;i/) -3- (2- (2- 
(rJ-:7>«7V>-2-^;i/) a^h^pj^) -4- (3 -i^TJ y ^iy^^jv) 

(596) N- (5-yti^-2-?^h^->y:r,-j]y^)\,7i-^-)]y) -3 - (2- 
(2- (i-y^U>-2-^)V) a^h^^y) -4- (3->>Ty7a.yiS^^>' 

(597) N- (3, 4-^:7;i/:^D:7 3^r:;i/^;i/4xn;i/) - 3- (2- (2- 
:7ai-;i/j: h^$/) -4- (tf^^/— — r;i/p<5^;i/) :7:ii-;i/) 

(598) N- (3, 4-i^:7;i/;^D7 3^-;i/;;^;i/;fc-;i/) -3 - (2- (2- 

(599) N- (3, 4-5^7;i/;rD7ain;i/x;i/4^— -3 - (2- (2- 
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i^>^J-(j]/TKy) 3:^h^-» - A- (tf^\/— 1 — y 

(600) N- (3, 4-S^>';i/:^D:7 3m;i/X;i/3j^^;i/) - 3- (2- (2- 

(2 H-^>y h UT^/— ;i/-2 --r;v) Jih=3p$/) -4- (tf^^/_;^_ 
5 1 — r;i/p«9^;i/) 7:c-;i/) rD^i>T^ H\ 

(601) N- (3, 4-5^>';v:tD^3^— ;i/x;i/2j^^;v) -3 - (2- (2- 
( lH-^>v^h UT^/— 1 --r;^) ::iih^$/) -4- (tf^^/— 

(602) N- (3, 4-i^7;i';^-n7 3i— -3 - (2- (2- 

10 (2-p«g^;i/^>\/-r i--r;v) j^h=3r^» -4- (i^^^/~ 

(603) N- (3, 4-s^7;i/;^n7^^;i/P^;i/4^— ;v) -3 - (2- (2- 

(iH— r>^s^^/— ;v- -4- (tf^^/-;i/- 1 --y 

15 (604) (2 E) -N- (3, 4-i^7;i/;^D:7 3^ri;Vy^;i/7ix-;i/) -3- (2 

- (2- {±y^vy-2 — f;i/) n^h^i^) -4- (tf^y~;i/- l ->r 
;i/p<^;i/) :7 3in;v) -2-rD^>T^ 

(605) N- (3, 4 -s^:7;^:^D:7 3l^;l/x;l/53^-;^) - 3- (2- (2- 
(:^7^^7l/>-2 — f oi^h^^psx) -4- (4-p<5^;i/if^^i^>- 1 - 

(606) N- (3, -3 - (2- (2- 
(r^7^^>-2 --Y;!/) azh^:^') -4- (4-r-fe5^;pt°^^5^>- 1 

— r;i/^5=-;v) 7 rn/^vT^ h\ 

(607) N- (3, A-t^y )V:tXiy :j^=.)]/'X}]/i^r^=.)]/) -3 - (2- (2- 
25 (±y^l/>-2 — f;i/) -4 - (^;I/5^^ U >- 4 — f 5^;v) 
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(608) N- (3, 4-5^-7;i/:tD:7nm;i/y^;V3jN-;i/) -3 - (2- (2- 
(±y^]y>-2--(ji) -4- (}^vt;py-3-^;v:t^-y^ 

(609) N-^'a^— ;p-2- (2- (2- (:^:7^l/>-2 --r;v) 
5 aih:3s^>» - 4- (t:-^^/— 1 :7 3^— 7'-fehT^H\ 

(610) N-^'^— ;i/-4- (2- (2- (±:7^«7i/>-2 — r;!/) 
:^h^i^) -4- (if^V^— 1 — r;vp<5=-;v) :7 3z-;i/) >^^>t^ h\ 

(611) N- (3, 4-$^7;i/:tD:7 3^r^;i/:^;i/^n;v) -4- (2- (2- 
(3^:7^l/>-2— r;^) 3:^h^i^) -4- 1 Jly^^JV) 

10 7rc-;i/) h\ 

(612) N- (fcrU$^>-3— f;i/:?^;i/5j^:^;i/) -3- (2- (2- 
]y>-2--i ;\y) aih^^Sy) -4- (t^^V—;!/- 1 --f ^a^n 

(613) N- (1 -p?^;nfD— ;i/-2 — r;vx;v5ft::i;v) -3- (2- (2 
15 - (-f-y^u-y-z-^jv) x-h^iy) -4- (tf^ v"— 1 --T 

(614) N- (4-p<5^;v^T\/— ;i/-2 — r;!/;^;!/*:— ;v) -3 - (2- (2 

- (:h7^1x>-2--f;V) 3:-h^iy) -4- ( If ^ 1 --f 5=" 

20 (615) N- (3, 5 - t^^^Jl/^ V:t^V"J--;]y- 4-^ ;]/XJ]yn-^~:»/) - 
3- (2- (2- (i-y^]yy-2-^J]y) 3ihdr$/) -4- (If^^/— ;i/ 

(616) N- (tf us^>-2— r;vx;v7^-;i/) -3- (2- (2- 
i/>-2— r;i/) j^h^^ps^) -4- (tf^^/— ;v- 1 — r;vp<5=-;v) 731^ 

25 7°n;-^>7*^ H\ 

(617) N-tl Fn:3fS;/- 3 - (2- ( (3-^5^;i/-l- (4-7;v:^n7 
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oi— jv) - 4-y ^iyy<^jvy 3:.=.)]/) yu^^ 

(618) N- (1 ^^V— ;i/-2 — f - 3- (2- 
(2- (i-y^iyy-z — r;v) J^h=3ps^) -4- (tf^^/— 1 — f;i/ 

(619) N-7^n;^x;i/4^— ;i/-2- (2- {i~y^]y>-2-^JV) h 
:^^) _4_ 1 h\ 

(620) N- (5 -^5^;i/>'^>-2--r;i/x;V7}^-;i/) -3- (2- (2- 

(:^7i57L/>-2 — r;^) :3^h^i^) - 4- ( 1 --T 
10 :7rc-;b) irn^'iVT^ K> 

(621) N- (^'•^v- 3 - 3- (2- (2- 
>-2-'i;v) 3:-h^-» - 4- (t^^v'— 1 — 

(622) N- (^7i-y:!^>-3 — f -3- (2- (2- (i-y 

15 ^\y>-2 — f;i/) 3:.h^iy) - A- 1 - 4 J]y^^;i) 7 ac 

(623) N- (2, h^^>'7acn;l/;;;;l/;^^-;^) -3 - (2- (2- 
(:^:7^i/>- 2 o^h^^rS^) - 4- (tf^^— 1 5^;v) 

20 (624) N- (4 h^$/'7x.ri;i/x;i/3f:n;i/) -3- (2- (2- (:^7 

v>-2--r;i/) -4- (tf^V— i-'f;vp?5^;v) 

(625) N- (3, 4-S^>';V:^D7 3;n;i/X;i/4^— ;v) -3- (2- (2- 

sy^n^:^rS>';v:r=3p$^3^ h^^s^) -4- (i^^^/— 1 --r;i/^5^;i/) 7 

25 3in;i/) 7°D^-^>T^ F\ 

(626) N- (3, 4-t^-7)V:tuyj^=.)Vy.;V-^=.J]y) -3 - (2- (2- 
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•7a:.—;]/) rD7l>T5: H\ 

(627) N-ya^—)]yX)]y^—;V-3- (2- (2- (3 - ^ h^->^>'J^ 

JVT^J) -4- (t^^\/— — r;i/p<^;i/) :r 

5 D71>T5: h\ 

(628) N- (3, 4-t^7J]y:tti-7 :^—JV::^)]/:^s—)\y) -3 - (2- (2- 
(3-;'< h=^$x^>\/'l';i/T^>') ^h=¥^) -4- (1^^^/— 1 --r 

(629) N- (3, 4-^^7;^;rD:7 3ln;l/;;^;l/7i^-;^) -3 - (3- (3- 
10 :7ai-;i/:7°n5i<drS:/) -4- (i^^\/— 1 ->r;i/p?^;i/) 7 :7" 

(630) N- (3, A-i^7 a^—)\/7.)\y}!r^—)\/) -3- (3- (3- 

1 — r;i/) rD/i<^ey) -4- (tf-^V^— 1 --r;i/pig=- 

15 (631) N-^rc-;!/^;!/^^^— ;y- 3 - (2- ( (±7^ lx>- 1 

;!/) :^7;i/M'^-f;i/) -4- (t:^^/— 1 --r;vp<5=-;i/) y:r,-)]/) yu 

(632) N- (3, 4-i^y;]y:^UyaL—;V7.JV4'^-JV) -3 - (2- ( (± 

1 — i';i'^^;i/) :;!7;w^'^'f -4- (if 1 --r;i/ 

(633) N-ya^=.)]yX;]y^—J]y-3- (2- ( (i-y ^ 2 --f 

;p) pf3;i/M^^^;i/) -4- (tr^v^— — r;i/p<^;i/) ^^^r:;!/) 

(634) N- (3, 4-i^>^;i/:^D>'3i-;i/X;i/7^n;i/) -3 - (2- ( (rh 

25 :7^$7i/>-2 -'i';i/p<5^;v) tijiyj-^^^ -4- (tf^ v*— 1 
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(635) N-:7i-;i/;;^;i//js-;i/-3 - (2- (^>S^;i/:^7;wt^>r ;v) -4 

(636) N- (3, 4-s^7;^;^P7^^;^x;^5i^-;v) -s - (2- (-^> 
5 /'1>T^ ]<\ 

(637) N- (3, 4 -S^7;i/:^n7az-;i/X;i/5i^r^;i/) -3- (3- (3- 

(i^y^u>-2-^j]/) yu:^^iy) -4- (if^v^— — r;^p<^ 

(638) N-7az^;i/:;^;v4^n;i/- 3 - (2- ( (3-p<^;i'-l- (3, 5 
10 -s^p<5^;i/>^ ;v) >^^;i/) :^7;wt^-r;i/) -4- (i^^\/— l --r 

(639) N- (3, 4 -s^7;i/;<rn:7 3z-;i/x;i/5jN— -3- (2- ( (3 

(3, 5 -i^p<^;i/>'3^n;v) y"^;]/) ±1;]^^^^;]/) -4 

- (i^^\/~;i/- 1 — r;!/^^^^;^) :7ni-;v) itd^^vt^ h\ 

15 (640) N-^ai— 3 - (2- ( (3-^5^;V-l- (3, 5 

-i?^ h^iy^o:.— y^jv) :tf;w^'^-r;v) -4- (if^\/— 1 - 

(641) N- (3, 4-s^:7;v:tD:7 3:.^;vx;V3f:— ;v) - 3- (2- ( (3 
-p<5^;i/-l- (3, 5 -i^pi ;53;w^^^-r - 

20 4- (tfvv^— 1 — r;i/p<5=-;i/) :7°n7i>T^ h\ 

(642) (2E) -N- (3, 4 -5^:7;i/;^-D :7 alr:;^x;^7J^-;l/) -3- (2 

- (2- (i-y^U>-2--(JV) -4- ( 4 

(643) (2 E) -N-7a^— ;1/x^;1//}n-;1/-3- (2- (N-^>S^;V:^;i/ 

25 7^-;i/-N-p<^;vT^ y ) -4- (i^-^y— 1 — f 7^^— 
-2 - 7°n^>:F^ 
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(644) (2 E) -N- (3, 4 -$^7;V;tn - 3- (2 

(645) N- (3, 4-i^y))/:tuy:^=.)]y:7.J]y^:=^J]/) -3 - (2- ( (2 
5 - ii-y^]y>- T^y) -4- (If^ V*— 1 - 

(646) N- (3, 4-t^yj]/:tuy:j^=.J]/y.JV:^=:.;V) -3 - (2- (2- 

(^:ty:r.:y-2 — f jv) j:.h^^) -4- ( t!^ V'— 1 — T ;vp<^;i/) 

10 (647) N- (3, 4-S^7;i/:rD:7^r:;i/P^;i/:^-;^) -3 - (2- (2- 

(5^:t7 3i>-3 — r;i/) :]^h^s/) -4- (t:^\/— 1 — r;i/p<5=-;v) 

(648) N- (T^h^^/— ;i/-5— - 3- (2- ( (3-^^;!/-!- 

(3, 5-s^p<5^;p>'ai— ;v) :^7;wt^-r;i/) -4- {2-^x2x2 

(649) N- (3, 4-Vy ))y:tuy a^=.)\/y.)]/its—)]/) -3 - (2- ( (3 

(3, 5 -^p<5=-;i/>'3in;v) ij)\/;^=^^ )]/) -4 

- (2 -^PD- 5 -p<5=-;v:7a^y:^s>'p<9^;i/) :7ji-;i/) -run^T^ h\ 

(650) N- (3, 4-^7;i/:^D7ic-;i/X;L'7fc^;p) -2- (2- (2- 

20 (:t-:7^ix>-2--r;v) :3^h^s^) - 4- (t:^^/— — fjv^^jv) 

(651) N- (3, 4-i^:7;i/;tD7ai-;i/y^;i/7f:— -3 - (2- (2- 

25 ( 652) N- (3, 4 -5:^:7;i/:^n 7 -3- (2- (3- 
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)]/) rD;i>T^ h\ 

(653) N- (3, 4-i^yjP:tny -3- (2- (2- 

-4- ;v- 1 — r;i/p<g^;i/) y^^—;]/) y 

5 ( 654) N- (3, 4 -i^7;i/;rn7^n;i/;;^;i/:^-;p) -3- (2- (2- 
(±:7^l/>-2— r;V) ^h=¥i^) -4- (3-^5^;i/-2 -;t=3rV-r ^ 

(655) N- (3, 4 -i?7;V;2j-D7 3^i^;i':^;V^— ;v) -3- (2- (2- 

10 p^'ivT^ K> 

(656) N- (3, 4-i>yjV:tXny3^~)]y:7.;i^=-J]y) -3 - (2- (2- 

(657) N- (3, 4-$>-7;i/:rn7 3:— -3- (2- (2- 

15 (r^:7^i/>-2--f a^h^i^) -4-p<s>;i/7^5:y 7 rn/i 

(658) N- (3, 4-S^:7;1/;^d:7 3^— -3- (2- C:^^' 

^ 1 -^;i/:t?;wN^^'i';i/^ h^^rS^) -4- (t°^ V^— ;v- 1 --r;i/^ 

20 (659) N- (3, 4-i^y)V:tuy:c-)]/y,)V:!i^-;]/) -3 - (2- (^> 

i?;^:^;!/;^^-^;!/^ h^^S/) -4- (i^^^/— 1 --r;v^9^;i') :7a^— 

(660) N- (3, 4-t^y)]/:^uy :!^=.)Vy.)]/^ziJV) -3- (2- (2- 

(3-^5^;v^>^/-f';vT^y) ^h=3ps^) -4- (1^^^/— 1 — 

(661) N- (3, 4-i^yj]^:^uy III :=.)]/ -3- (2- (2- 
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(3 -^DD^>V^;vT^ y) -4- — 

(662) N- (3, 4-$^:7;i/:rD7x.n;i/:;^;i/7tc-;i/) - 3- (2- (3- 

(663) N- (3, 4-5^7;v:rD7x.— - 3- (2- (4- 
7 -4- (tf^^/— l--f;i/p<5^;i/) ^'ai-;!/) rn 

(664) (2E) -N- (3, 4 -^^7;i/:rn 7 - 3- (2 
10 - (2- (^7^ V>- 2--f;V) oi^h^S^) -4- (2-:r^Vl^D US^ 

(665) N- (3, 4-5^7;i/;tD7ai— - 3- (2- (2- 
(3- (i^^us^>- 1 ->r;v) -4- (if^^/— ;i/ 

-1 — r;i/^^;i/) rn/^v^. 
15 (666) (2 E) -N- (3, 4 -^:7;i/:;rD:7:c-;i/;;<;v4^-;i/) -3 - (2 
- (2- i^y^u>-2 — f;i/) ^h^s^) -4-iyTyp«^;i/:7:c-;i/) 

(667) N- (3, 4-i^y;\y^tiy:r,-)],:7.;V!i-^rzjl) -3- (2- ( (3 

(3, 5 jc-;i/) :^;w^^-r;i') -4 

20 - (^;i/j}ni; >-4— r;i/p<5^;j/) 7a^r:;v) rnyiyr^ h\ 

(668) N- (3, 4-i^7;V:^D7x.-;i/X;i/5tc— ;i/) - 3- (2- ( (3 

(3, 5 -S^p<5^;i/7:iir:;i/) :t?;wN*^-r;v) -4 

(669) N- (3, 4-$^7;l/:^^:7 3l-;l/:;^;V/}^-;^) -2- (2- (3- 
25 (±y^u>-2 — r;i/) :7°Dtvv) -4 - (if^y— — f ;i/p< 

7 T-khT^ h\ 
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(670) (2E) -N- (3, 4-S:;'7;i':^-D:7 3i-;i/x;i/7fc-;i/) -3- (2 

- (2- (±y^\y>-2--(;]y) rchdps^) -4- (^:ty:t,y-3--^ 

(671) (2E) -N- (3, 4-i?y;V:tuy :!^—jVXJV:!t^-;]y) -3- (2 
5 - (2- (:^:7i5^i/>-2-^;i/) - 4 —^>i^j]yy - 

2 -7°D^>T^ 

(672) (2E) -N- (3, 4 -t^y ;]y:tuy 3^—;\yy.)],:^-;]y) - 3- (2 

- (2- (r^:7>$7i/>-2-^;i/) -4- (N— ^>VV;V-N 

10 (673) N- (3, 4-5^:7;i/:^-n:7 3z-;i/:;^;i/7f:-;i/) -3- (2- (2- 
>'rc-;i/ai -4- (2-iJ7DD-5-^5^;i/7a:y^3p^>'p<5=-;i') 

(674) N- (3, 4-t^7;i/;tD:7 3i-;i/:;^;i/7js-;i.) - 2- (N'-p<5=-;i/ 
-N'- (2- (2- (:^>'^5'l/>-2-'f -4- (lf^\/— 

(675) N- (3, 4-S^7;i/;rn:7ai-;i/x;i/7js— -3- (2- (2- 
(:^7^5'l/>-2-^;l/) oihdriy) -4- (N' -T'fe5^;i/-N' -^5=^;!/ 

(676) N- (3, 4-t^y;i^:tuy3z-;Vy^;]y:^-j],) -3- (2- (2- 
(i-y^l^>-2-^;\y) J^h:^^^') -4- (N'-aihdri/^;i/3}f-;i/-N 

(677) N- (3, 4-^::^:7;^:?^o>'Ic-;^;5^;^7i^-;^) - 3- (2- ( (2 

E) -3-y :i^—;],-2-ytl^—?)y:t^iy) -4- (If 1 

(678) N- (3, 4 - 3- (2- (2- 
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(679) (2 E) -N- (3, 4-t^yjV:tuy a^-;vx;i^^-j\y) - 3- (2 
- (3-:7a.-;i/rDtf;i/) -4- (t^^\/~;i/- 1 7:c~ 

5 (680) N- (3, 4-S^7;1/:^d:7^-;1/:;^;V4^-;1/) - 3- (2- (2- 
:7ai-;i/j^ h^S^) -4- (3-^>Ty ^r5>-^5=-;i/) :7^^;i/) 

(681) N-^>S^;i/-N-t FD^S>-3 - (2- (2- (:^:7^l/>-2 

10 ^iv:^^ f<\ 

(682) N- (3, 4-S^7;I/:^D:7m-;l/:;^;l/7^^-;^) - 3- (2- (2- 
(:h:7^l/>-2-^;i.) ichd^sy) -4- {^tV-jv- 2 jvt^ ^ 

(683) N- (3, 4-S^>';i/3hD>' -3- (2- (2- 
15 (::h:7^5^1/>-2-^;i/) aihdr>» -4- ( b° U 2 —f ;i/;^=3f..>) 

(684) N- (3, 4-^y;i:tti'7 3^—J],:;^jly^-;]y) -5- (2- (2- 
(:^:7^1/>-2— r;i/) ^h^i/) -4- (b°^V"-;i/-l-^;i.p<5=-;i.) 

(685) (2E) -N- (3, 4-Z^'7Jly:tU-7j^-Jl^X?]^n-^-JV) - 3- (2 

- (b^^7~;i/- -3- (2- (:^:7^ 2 

(686) (2E) -N- (3, 4 -i^:7;i/:rD :7 - 3- (4 

- (tf^^7— -3- (2- (r^:7^ 2 --r;p) 

3^h=3rSy) 5=-:^:7az>-2-^;V) - 2 -:7*d^>T^ F\ 

(687) N- (3, 4-i^yjl:tuy:^~JV:7.;]y7t^-;]y) -3 - (2- (2- 
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(688) N- (3, 4-i^yj]/:tay3:i-;]y:;^j],:^-j\y) -3- (2- (2- 

(4 1 , 2, 3, 6-5^h^ti h'Dtr»;s^>-i— r;^) 

(689) N- (3, 4-s;?7;i/:;t-n:7 3i-;i/;;^;i/4s-;i,) -3- (2- (2- 

(690) N- (3, 4-^^-7 J]y:ttiy J], -4- (2- (2- 

hc^s^S^) -4- (3-$/7^y :7azydp5^^^;i,) ya^z=.;v) 

(691) N- (3, 4-i^yjl:tt2y jz-jlxJin-^—Jl) -4- (2- (2- 
i±y^\y>-2-^;].) Jih^pS^-) -4- (3-S^Ty:7:nyd^^^5^;i,) 

(692) N- (3, 4 -^^7;i/^D7 3^-;i.:;^;i/4s-;i/) -3- (2- (5- 

(693) N- (3, 4-i?7;i/:tD:7:c-;i/v^;i.;j^-;i.) _2- (2- (2- 

(694) N- (3, 4-^Jy )\/:^uy - 3- (2- (2- 
(tf^V'-;i/-l-^;i.) o^I^driy) -4- (if 1 

(695) N- (3, 4-s^7;l/;r^:7 3^-;^x;l/J^^-;v) -3- (2- (2- 



949 



wo 03/016254 



PCT/JP02/08120 



(696) N- (3, 4-i^y)]/y^tiyjL-:)V::^;\y:^-;],) -2- (2- (2- 

(697) N- (3, 4-$^7;i/:tD:7 3^-;i/;;^;i/4s-;i/) -3 - (2- (2- 
5 (N-:c-5=-;i/-N-:7 3i-;i/7'^y ) a^h:3f^) -4- 

(698) N- (3, 4-S^7;i/;^D:7 3^ri;vx;i/7is-;i.) -3 - (2- (2- 
(N- (2-t KD:ar$/ai5^;V) _n-7 3^-;1/T5: y ) o^h^^^^^y) -4- 

10 (699) N- (3, 4-i^yjV:tU'7 3^-;v:y^;\,^.-;],) - 3- (2- (3- 
(N-^5^;i/-N-:7n;r:;i/T^y) rrn^^^^S^) -4- (ti°^V— 

(700) N- (3, 4-S^y;]y:ttiy 3^-;]yXJ\yyi^—;\y) -3 - (2- (2- 

15 :rDb°>T^ h\ 

(701) N-7 3^n;i/:;^;i.4^-;i,-3 _ (2- ( (3 -^^JV- 1 -y ol-JV 

(702) N- (3, 4-S^:7;i/;^D7^^;i/X;i/^ri;i/) -3 - (2- (2- 
tFn^S/-2- (±7i5^l/>-2 — r;V) o^h^Sy) -4- (3-SxTy 

(703) N- (3, A-i^y )]y:ttiy :E.-)vy^)\,^,-)]y) - 3- (2- (2- 
(3- (^;P4^'; >-4 --y;!/) 731— ;v) a^hcjp^y) -4- (1^^%/—;^ 

(704) 3- (2- (5 -p<^;i/-3-:7 3i::i;i/^d^-y-y>f;i/) _4_^-i,y 
25 ^ty;A^)\,y rD/^>^, 

(705) 3- (2- ( (3-^5=-;i/-l- (4-:7;1/::^d:7^^;1/) 
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(706 ) 3- (2- ( (3 -p<5^;v- 1 -:7 3z-;i/7'5=-;i') :t?;w-?^-r;i/) - 

(707) N- (3-^9-)V- 1- (4-y)V:ttiy j:.:=.JV) - 2- (3 

(708) N- (3-^5^;i/-l- (4-7;1/:^d:7ic^;1/) :7'5^;i') - 2- (3 

- y 3^ -;i/x;i/jJ^^;i/T ^ y r n ;v) - 5 - :7 y ^^ps^-^ 5: 

(709) N- (3-^5^;!/-!- ( 4 -7;i/::^n 7 3z :7'^;i/) - 2- (3 

(710) N- (3-^5^;v- 1- (4-:7;v;^D>^rc-;i/) r/^^;!/) - 2- (3 

(711) N-7rcr:;i/x;i/3}^-;i/- (2- (2- (:^7^ 2 — r;i/) 3i 

15 -y-^ F 

(712) N- (3, 4-S^:7;i/;^D7a:ri;i/x;i/3i^— -N' - (2- (2- 

(713) 3- C4-:7zi:.y:^i/p<5^;v-2- [1- (4-y;\y:ttiyj^=.;v) 
20 -3-p<5^;i/X5=-;i/T^y A>;i/5j^n;i/] :73zn;i/] XD71>T^ h\ 

(714) N- (3-pi5=-;i/- 1- (4->';1/:^d:7^-;1/) X^;i/) - 2- (2 

- (5^ h^V— 5 -5-y 3^j^->^^j]/^>xt^ 

(715) 1- (2- (t" h^^/~;p- 5 — r;i/) -2 - (4-p<5=-;v 

25 - 2 -7 3ir::;i/^>5^;i/;^:5rSy) - 4 -:7 my ar$y^5=-;i/^>^f > 

(716) N- (2- (2- (2- (:h7i$'l/>-2-^;i/) ar^h^S^) -4- 
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(717) 3- [2- [2- i±y^]y>-2--(J]y) -4- ( 1 

5 (718) 3- (2- (2- (2- (■:^:7^1/>-2 — r;V) ^^^b^^rS^) -4- 

(t:^\/-;i/- 1— r;i/pi5^;i/) :7airi;i/) 2, 4-:^^-])-i^ 

T^J—)V- 5 

(719) 3- (2- (2- (2- (^:7^1/>-2 o^h^^s^^y) -4- 
(If^^/— 1 — f;i/p«5^;i/) 7^— 2, 4-;r=3F-t?-5^ 
10 ;v- 5 -ir^^ 

(720 ) 3- (2 - (2 - (2 - (::^:7^1/>-2— r;V) :2^h=3rS^) -4- 
;i/-5-:t> 

(721) 4- (2 - (2 - (2 - (::>-:7^5^ V>-2— r;V) J^h^^r^^) -4- 
15 (t°^V"— 1 --r;V^^;V) 1, 2, 3, 5-;^^ 

(722) 3- (2- (N-^5^;i/-N- (2- 2 — f;!/) 
(723 ) 3- (2- (N-:r-fe5^;V-N- (2- (::^7 ^ V >- 2 — T ;V) 
(724 ) 3- (2 - (2- (:^:7^l/>-2— 1-;^) - 4 - (If 

(725) 3- (2- (2- (:^-7 37i/>-2— r;i/) -4 

25 (726) 3- (2- (2- (N -^>S;^;i/- N ^ ^ ) J:^h=^S>') - 
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(727) 3- (2- (2- (N-^>$^;i/-N-3^g^;i/T^y) xhdp$x) - 

(728) 3- (2- (2- (N-7x.ri;i/-N-rDlf;i/7'^y) J^h=3p^) 
5 (729 ) 3- (2- (2- (6-?^h^ty-i-:7^Uy-2-^M :j:-h^-» 

-4- (if^v*— 1 — f yu^-^ym. 

(730) 3- (2- (2- (iJJW^^J—JV-9-^;V) 3^h^^) -4- (tf 

1 --r;vp<^;v) 7azri;i/) yu7^>m. 

(731) 3- (2- (2- (9, 1 O-i^^t j<DT^U^^>-9-;t>- 1 0 
10 — f;^) aih:3E^i/) -4- (1^^^/— 1 --r;vp«^;v) ^'ai^;!') :7°d 

(732) 3- (2 - (5 -7 31— ;i/^>^;v) -4- ( tT ^ V — ;i/ - 1 - 

(733 ) 3- (2- (5 -7 3ir:;i/- 1 -4- (l^^^/— 
15 1 --r;vp<5^;v) 73i^;v) rD;^>^, 

(734) 3- (2- (5 -7air:;i/- 1 -4- (tf^y— 

(735) 3- (4- (t°-^y— 1 --f - 2- ii-y^]y>- 2 

20 (736) 3- (2- (2- (N-^ai— ;i/-N-p<5^;V;^;i/5}^ri;VT^ 7 ) 

h^sy) -4- (tf^^/— ;v- 1 — r;i/^^;v) 7 3in;p) rn^^>^. 

(737) 3- (2- (2- (N-T-fe5=-;V-N-7 3i-;i/T5:y) a:h=3r5y) 

(738) 3- (2- (2- (N-^>S^;V-N-7 3i-;VT^y) J:^h^S>') 

25 -4- (b°^V";i/-l — r 5=-;!/) 7ai-;i/) rn/^^M^ 

(739) 3- (2- (2- (N- ( 2 -S^T^ J::^^;!/) -N-7 7 ) 
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(740) 3- (2 - (3 - (y:i:.J^V-y>-10-4)]y) yur^^i^) -4 

(741) N- (3, 4-S^>';V:rD:7j^n;i/>^;V7js-;i/) -3 - (2- (5- 

5 y -4- (ti°^y— 1 7 yu 

(742) N- (3, 4-i^yjV:ttiy3^=.;\/:^;\y^:=^)V) -3 - (2- (5- 
:7 1 -^v^ri;!/) -4- (b°^ v"— ;v- 1 --f y^^n 

10 (743) N- (3, 4-5^:7;i,;^Dyr-^-;V::^;V4t-;i/) -3 - (2- (5- 

:7 3i-;i/- 1 -4- (if ;v- 1 — ^j^:;^ 

(744) 3- (2- (N-^>\/'1';i/lf^^$^>- l-'l';!/) -4- (tT^^/ 
—)]/- 1-4 :7:cn;i/) rn7i>^, 
15 ( 745) N- (3, 4--yyjV:tuy 3^—J]/:y^J\/-!i^~)V) -3 - (2- (N- 

^vv^-f 1 — r;^) -4- (if^y— — 

(746 ) 3- (2 - (2 - (3 1 

-4-:7a^^:3s^sy^5^;i/) :7:c:n;i/) 1 , 2, 4 -;^=3p-th^^7^v^^ 
20 ;v- 5 

(747) 2- (l-^>s^;v-3- (3 1 -7a^— ;i'7'*5^;v>!3;wt 
^-f;i/) > F-;i/-4--r;i/) mm. 

(748 ) 3- (i-^>s^;i/-3- (3 1 -:7ain;i/>^5^;i/>b;w^ 

25 ( 749 ) 3- (2 - ( ( 3 -p< 1 -:7 31— :t?;w^-^-f - 
4- (3-$/Ty^>5^;V:t=^S>') :7 3i-;i/) 7°n7i>^, 
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(750) l-^>5^;i'-3- (3~^^)V- l-y3^-j]/-::r^j],ti;\yj^^^;i) 

(751) 3- (2- ( (3-p<5=-;i/- 1 - (3, 5-t?^^;vyjL—;\,) 

(752) 3- (2- ( (3 1 -:7 jz-;i.:r5^;i/) ^;w^•^-r ;!/) - 
(753 ) 3- (2- ( (3 1 -:7 j:-;i/:7'5^;v) pb;w^-^-f ;v) - 

(754) 3 - (2- ( (3-^5^;i/- l-:7 3.-;i/::/^;i.) - 

(755) N- (3, 4-S^:7;i/;tD:7 3i-;v:^;i/7}^-;i/) - 3- (2- ( (3 

(756) N- (3, 4-i^:7;^;tD:7rc-;^':^;^4^-;^) -3 - (2- ( (3 

1 :^3;wt^-r;^) -4- (N-^5^;i/-N- 

(757) N- (3, 4-S^>';i/;tD>'3^n;i/;;^;V5}s-;i/) - 3- (2- ( (3 
(758 ) 3- (2- (2- (3 -p<5=-;i^- 1 -:7 3z-;i/>^^;V:^7;w\'^-i';i/) 

(759 ) 3- (2- ( (3-p<5=-;i/- 1- (3-^^;v7^^;i/) 

;w-^'^-r;i/) -4 - (3 -5^7^:7 icy y:^-)]y) yu^-M^m.. 
(760) 3 - (2- ( (3-p<5^;i/- 1 - (3-^ h^sx:7:c-;i/) ^7-5=-;!/) 
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(761) 3- (2- ( (3-^^JV-l-ya^:=.)]/y'^)]/) tiJ]/A^4 J]/) - 
5 (762) 3- (2 - ( (3-?^^Jl- 1 -y :r.—jvy'^)]y) :^?;w^^^-r;i/) - 
(763) N- (3, 4-$^7;V:tn:7rc-;i/x;i/>}^n;i/) -3 - (2- ( (3 

10 (764 ) 3- (l-^>i^J]y-3- (3 -:^^J\y- 1- (3, 5-V^^J\yy 
(765) 3 - ( 1 - (3 -^>Ty-<>i^;i/) - 3- ( 3 1 - (3, 

15 (766) 3- (2 - ( (3-p<9^;P-l- (3, 4 -5^^ h :3p>>7 7* 

:i?;wt^-f -4- (3 -^^-ry ^^^y 73^— r 

• (767) 3- (3-^>i^;]y- 1- (3 1 -7 31— ;i/7'5^;v:^7;w? 

20 (768) 3- (2- ( (3-p<^;v-i- (3 -p<5^;l/-4->';l/;rD:7 3l— 
;l/) :^;wN'^-r;i/) -4- (3 -^y^y 7 3iy^rS>'p<^;p) 

(769 ) 3- (2- ( (3-p<5^;i/- 1 -^'oi— :if;WN'^-r ;v) - 
25 (770) 3- (2 - ( (3-^5^;V-l- (3, 5 h 7* 

:^3;W'?^-f -4- (3 -i^T^ 7aiy :ar^>'^^;i/) 7 3i^;i/) >^ 
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(771) 3- (2- ( (3, 5 y"^ 

5 (772) 3- (2- ( (3 -;<^JV-l- (3, 5 ^^JVy 

(773) 3- (2- ( (3-^5^;i/-l- (3, 5 -5^p<5=-;i/:7:c-;i/) -yr^ 

10 W.-. 

{iiA) 3- (2- ( (3-^^;i/-l- (3, 5-5^:7;i/:tD:7 3i-;i/) :r 
^b;!/^-^'^-^;!/) -4- ( 3 -S/^y :7 j::^ ^^n;!/) y 

{115) N- (3 -:7;i/^D>'^^;i'X;i/^^;i') -3 - (2 - (2 - (3- 

15 ^ hdp5>>'^-;i/:t?;P7j?^;i/T^ y) a^h:^^^^) -4- (t°^v"— 1 - 

(776) N- (4-7;i/:t-D:7ai-;i/X;V^— ;v) -3 - (2 - (2- (3- 

20 (777) N- {A-^^)]/y 3^:^)Vy,)V!i-^—)\/) - 3- (2 - (2- (3-^ 
hdp$/7ain;i/:i7;i/7jf-;i/T^y) -4- (If 1 — f 

(778) N- {3 -—Vuy 3^=.)Vy.)Vi!r^=.)]/) - 3- (2 - (2 - (3-p< 

(779) N- (3 -^xry :7 3^ri;i/x;i'4^^;i/) - 3- (2 - (2 - (3-p< 
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(780) N- (3-^^J]yy - 3- (2 - (2 - (3-p< 
h:3piy>'3i-;i/:i;;i//Jf-;VT^>') J^h^^pS^) -4- 1 --T 

(781) N- (3 -pi h^S^7^ri;i/:p^;i/:^-;i/) -3 - (2- (2 - (3- 

;>( h:^$/7ai-;i/p?7;i/5i^^;i/T^y) 3^h=3pe^) -4- (tf^\/~;i/- 1 - 

(782) N- (3 - h U 7;i/;^n^5=-;i/7 3^r:;i/x;i/3}^— - 3 - (2 - (2 
10 - (3-?ih^->'7:j^—;vit3;v^.-;i,'r^y^) jih:^^/) -4- 

(783) N- (3-p< h:3e>>:^7;i/jif-;i/7 j^^;i/;5^;i/4^ri;i/) -3 - (2- (2 
- (3 h^S^7ain;i/:i;;V7}?-;i/T5.y) -4- (tf^^/— 

15 (784) N- (3 _3_ (£ - (2" (3 

(785) 3- (2 - ( (3-p<5^;v-l- (3, 5 5=-;i/:7 31 

20 (786) 2- (2- ( (3-^^;i/-i- (3, 5 -s^p<^;i/7 
:^;w^'^'1';v) -4-7rcy :35i>>^^;^:7:cy:3ps>') mm. 
(787) 2- (2- ( (3-^5^;v-i- (3, 5 -s^^ 

25 (788) 3- (2- ( (S-^^JV-l - (3, 5 -S^^ 5^;i/:7 3z 

:^;w^^-r;i/) -4 - (N-T-fe9^;i/-N-^>5^;vT^ y ) 
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(789) 3- (2- ( (3-^^;v-l- (3, 5 

-4- ( (N-y :j^-jVT^y) ij;vvi^^;vT^ y 

5 (790) 3- (2- ( (3-^^;v- 1- (3, 5 -i^^5^;i':7 n.-;!/) :7^5^ 

(791) 3- (2- ( (3-^5^;i/-l- (3, 5 -i^^5=-;i/:7 :r 

:i7;v^t-=e^;i/) -4- (N-^>t^;i/-N-p<^;vx;v^^;i/T^ y ) 

10 (792) 3- (3- ( (3-^^)V-l- (3, 5 

-5- (3 -5:^^^ 7:cydr$^^5=-;i/) 

(793) 3- (3- ( (3-y<^;v-i- (3, 5-i?A^;vy3^-)iy) y-^ 
;v) :*7;w\'^-r;p) -5- (3 -s^:Fy ^^^y rrn 

15 ^>m. 

(794) 4- (3- ( (3-^5^;i/-i- (3, 5-s^^5^;i/7az-;i/) 
:*;w\"^-f;i/) -5- (3 -^y^^y :7 3iy :7 3i-;i/) 

(795) 3- (2- (1- (3, 5~i^^^j]yy:^-j\,) y^;vit3JW^^^;v) 
20 -4- (3->>Ty :7 3:y:3ps^pi^;i.) rp^l^^, 

(796 ) 3- (2- ( (3-p«5=-;i/- 1 - (3, 5 -i^ JVy 

;i/) :;?7;w-?^^;i/) -4- ( ^ v'— l :7ai 

(797) 3- (2- ( (1- (3, 5-:J^^^;i/7a.^;i/) T^D H 
(798 ) 3- (2- ( (3-p<5^;i/-i- (3, 5 -i^pi^^;^^ 
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(799) 3- (2- ( (IR) -1- (^-y^uy-l-^JV) 
(800 ) 3-(2-((lR)-l - (±:7'^u>-l-4j]y) 

(801) 3- (2- ( (3, 5-i^^^jvy3^—;]y) zr^ 
;v) -4- (2- 7^^^ 

(802) 3 - (2 - ( (IR) -1- (:^:7^lx>- a:^;i/;?7;wt 
^■i*;!/) -4- (4-p<^;i/:7 3iy -^^o^r:;!/) :rD^\->^^ 

(803) 3- (2- ( (3-^^;i/-l- (3, 5 -i^^5^;i/:7 3i-;i/) y'*^^- 

(804) 3- (2- ( (S-p?^^;!/- 1- (3, 5->:^p<5=-;i/7ai-;i/) 

:*?;w^^-r;i') -4- (4 -7;i';^D^>s?;v;t^sy) 73i^;v) 
(805 ) 3- (2- ( (3-^5^;V-l- (3, 5 

(806 ) 3- (2- ( (3-^5^;i/-l- (3, 5-S^p<5=-;i/7:c-;i/) rT^ 

(807) 3- (2- ( (3-^^;p-l- (3, 5-s^^5^;v:7air^;v) 
;v) :t?;wt^-r;i/) -4- (2 -^Dn^>:i^;i/:;td^Sx) >^n7i 

(808 ) 3- (2- ( (3-^5^;i/-l- (3, 5-i^^5=-;i/7:3^2=:;i/) 
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(809) 3- (2 - ( (3, 5-S^p<5=-;i/7a:-;p) 

;v) :^7;WN*^-r;i/) -4- (2 -^5=-;i/^>s^;i/;t^i:/) 7 rn^^ 

(810) 3- (2- ( - (3, 5-i^p<5^;i/7a.n;t.) 

(811) 3- (2- ( (3-^5^;i/-i- (3, 5-->^^5^;1'7j^-;1/) r^^^ 
10 )]/) )]/) -4- (4 :7a;-;i/) 

(812) 3- (2- ( (3-p<5^;v-l- (3, 5-5^^5^;i/7ai-;i/) 7*5^ 
:if;w^^^'f -4- (2 - h U :7;i/;rD^5^;i/^>^;i/;^ipSy) 

15 (813) 3- (2- ( (3-p<5^;i/- 1- (3, 5 

-4- (2, 3-s^^ h^i^-^>i^;i/;r:^S>') 7 

(814) 3- (2- ( (3-p?5^;i/-l- (3, 5-^^;^5^;i/:7 3.-;i/) 
;?7;w\^^-r -4- (2 -:7;i/:^D:7rcy dri/^5^;i/) 7 :r 

20 D/>1>^^ 

(815) 3- (2- ( (3-p«5^;i/-l- (3, 5-5^^9=-;i/7:n-;i/) 

(816) 3- (2- ( (3-p?5=-;i/-l- (3, 5-S^^5^;i/7a^-;i.) 

25 -4- (2, 4 -s^7;i/;rD7 3iy y:^- 
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(817) 3- (2- ( (3-p<^;i/-l- (3, 5-i^^5^;i/y:nn;i/) 

(818) 3- (2- ( (3-j<^)\y-l- (3, 5-S^pi5^;i/>':c-;i/) 

5 ;t/) :^7;WN'^-^;i/) -4- (2, 5 -t^7;i/;^D7^y y^,- 

(819) 3- (2- ( (3-^5^;i/-l- (3, 5 -5^^5^;i.:7az-;i/) 
:^7;wt-=E-r;i/) -4- (2 -^^dd- 5 -7;i/:^D7^y 

10 (820) 3- (2- ( (3-^^;V-l- (3, 5 r^^^ 

-4- (2, 6-:J^pi^;i/^>s^;i/:^d^S>) :7 3.-;i.) 

(821) 3- (2- ( (3-p<5^;i/- 1 - (3, 5-s^p<^;i/:7 3i-;i/) 

15 ^•^>m. 

(822) 3- (2- ( (3-;>{5=-;i/- 1 - (3, 5 -$^p<5^;i':7a:-;i/) 

(823) 3- (2 - ( (3-?i^;V-l- (3, 5--:^p<5^;i/7:c-;i/) 

20 :^;WN'^-i';i/) -4- (4-p< h^iyy 3^^^->^^ji) y 

(824 ) 3- (2 - ( (3-p<5^;i/- 1 - (3, 5 -s^p<5=-;i/:7 3i-;i/) 
:^;WN'^-i';i/) -4- ( 3 h^5^:7 3zy y 

25 (825 ) 3- (2- ( (3-^5^;i.-l- (3, 5 a. 
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(826) 3- (2 - ( (3 -^5^;i/-l- (3, 5 g^;i/:7 

;v) tijw^i'^-cjiy) -4- (2-^ h^ty-5--yT^y :c.J^->^^jV) 

5 ( 827) 3- (2- ( (3 -^^;V-l- (3, 5 -^^^ :n 

(828) 3- (2- ( (3-^5^;i/-l- (3, 5 -5^p?^;i/:7ai-;i/) 
:i?;w^'^-r;v) -4- ( 3 -7;1/;4-d^>:^^;1/:^^s^) :7:ii-;i/) 

10 ^'^VM^ 

(829) 3- (2- ( (3-p<^;i/-l- (3, 5 -e^^^;i/:7 

;!/) p?3;i/n^-r;i/) -4- ( 3 - h u 7;i/::rnp<5=-;i/^>:^;i';t^iy) 

(830) 3- (2- ( (3-p<^;i/-i- (3, 5-i^^^jvy:ii=^ji) y^ 
15 ;p) p?3;w\"^-r;i/) - 4- (4 - h U :7;i/;tnp<5^;i/:^^>y^>S^Vi/;r^5>) 

(831) 3- (2- ( (3-p<^;i/-i- (3, 5—:^^^;vy:xi-;]y) y^ 
;v) :^3;w^^-r;i/) -4- (4--r vrDtf;i/^>i^;i/:4-^i^) :7 3ir:;i/) 

20 (832) 3- (2- ( (3-^5^;i/-l- (3, 5 -S^p? a^n;!/) 

(833) 3- (2- ( (3-^g^;v-l- (3, 5 -s^^ 
p!3;w?^-f;i/) -4- {A:-y^)\/^-y^JM^%y^ y:su-)v) yxin 

25 

(834) 3- (2- ( (3-^^;i'-l- (3, 5-i^^5^;i/7 3.^;i/) 
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:t?;WN"^-r;i/) -4- (2-^ h^t^y ^^^^^i^^^jv) y^^—;]/) y 

(835) 3- (2- ( (3 1 - (3, 5 -s^p< ^;i/:7 

;v) :^;WN*^-r;i/) -4- (2 :7 3i-;i/) 

(836) 3- (2- ( (3 1 - (3, 5 y'^^^ 

;v) :*;WN"^>r;v) -4- (4-t 7 :r 

(837) 3- (2- ( (3-p<5^;i/- 1 - (3, 5 :c 

;v) -4- (4-:7^n;i/^>$^;i/:t^s:/) :7air^;p) rn 

(838 ) 3- (2- ( {2>-^^)\/-l - (3, 5 -^^p< 7*5=- 

:^;w?^-f;v) -4- ( 2 -^>i^;i/^>^;i/;r^i^) :7:c-;i/) 

(839 ) 3- (2- ( (3 -^5^;P-l- (3, ^ -V ^^)Vy 

:^3;w'?^-r;i/) -4- (^2-i;xiu-A-y)\^:^xiy3uj^^^:^^)]y) 

(840 ) 3- (2- ( (3-^5=-;!/- 1- (3, 5 -i^^ -y^^ 
:^;w?^-r;i/) -4- ( 2 4 -7;i/::rD:7 3iy 

(841) 3- (2- ( (3-p{5=-;V- 1 - (3, 5-S^^^;i/:7rcn;i/) 
:;?7;w^'^-f;i/) - 4- (2, 5 -s^p?^^;!/^^^ 7 

(842) 3- (2- ( (S-p?^^-;!/- 1- (3, 5 -s^p<^;v:7 
:*?;w^'^-f -4- ( 4 -;t?;w?^-f ^^j^S/pi^^;!/) :7 



964 



wo 03/016254 



PCT/JP02/08120 



(843 ) 3- (2 - ( {3-^^)]y- 1- (3, 5 

:i7;i/n^^^;i/) -4- (2 h^^s^- 5 ^^^y^^;!/) 

(844) 3- (2 - ( (3-p«g^;i/- 1 - (3, 5 -s;^p?5^;i/:7 3in;i/) 
5 :if;w'^'^-^;i/) -4- (4-p?^;i/7^y 7^:— ;v) 

(845 ) 3- (2 - ( (3-p?g^;v-l- (3, 5-s^^5^;i/:7a:r^;i/) -^r^ 
:i?;w^*^-f ;v) -4- (4-:7;i/^n:7 3iy ^^^^y^^;!/) :7^— ;v) r 

10 (846) 3- (2 - ( (3-p<5=-;v- 1- (3, 5 

:^7;w^'^-f ;v) -4- i2--i7uv2- 6 - yj]y:tti^>-:^jv:t^iy) -7 

(847) 3- (2- ( (3-^5^;i/-l- (3, 5 --:^p<5=-;i/:7 
:^7;w^^-i';i/) -4- (2, 5 -s^7;i/:jrn^>$^;i/:r^$^) 7 

15 :7°n/i>^, 

(848 ) 3- (2- ( (3 1 - (3, 5 -$^^5^;i/7 3ir:i;i/) :7*5^ 

pb;w^•^-r;l/) -4- (4-^'DD^>s^;v::r^sx) 7 :rD>'i 

(849 ) 3- (2- ( (3-p<5^;i/- 1 - (3, 5 -s^p<5^;v:7 3.^;!/) 
20 ;?7;w-?^-f -4- (2 -:7;i/;rD- 5 - h u 7;v:tD;<^;i/^>s^ 
;i/:^=^5>) :7rc-;v) zrxim^Wi^ 
(850 ) 3- (2- ( (3-^5^;i/-l- (3, 5 

:^7;w^^-r;v) - 4- (2, 4-s^7;i/::rn^>s^;i/:t^i/) :7azn;i/) 

25 (851) 3- (2 - ( {2>-^^)V-\ - (3, 5 -5^^ 

;v) :3f3;WN*^-f;i/) -4- (3, 5 -s^p<^;v^>s^;i/;r^S/) y 
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(852 ) 3- (2 - ( (3 -pi5^;i/- 1- (3, 5 -i^^p? re 

;]y) -^JW^^^;]/) -4 - (l-3::^;i/-3-pi5=-;i/tf^\/— ;i/-5— f;i/) 

5 ( 853 ) 3- (2 - ( (3 -p«^;i/-l- (3, 5 ^;i/:7 :7^5^ 

:5!7;w'^^-r;i/) -4- ( 2 ->';i/:rD- 6 - h U :7;i/;tnp<5^;i/^>$^ 

(854) 3- (2- ( ( 3 -^5=-;!/- 1 - (3, 5 
:t?;v/^^^-r;i/) -4- (2, 3 -5^7;i/;^n^>i^;P:^^S/) 7 

10 :7°Dy^>^^ 

(855) 3- (2- ( (3-^5^;i/-l- (3, 5 

>f3;Wt^-r;V) -4- (2, 6 -:>^7;i/:^D^>i^;P;t^^>) ^Jir:;!/) 

(856) 3- (2- ( (3-p<5=-;V- 1 - (3, 5 -5^^5^;V:7air:;i/) 

15 :i?;wt^-i';i/) -4- (2-^Dn-4-7;v::^D^>i^;i/:t:3piy) 7 

(857) 3- (2- ( (3-^5^;i/-l- (3, 5 y^5^ 

>f3;w^'^-r;v) -4- (3, 5 -i^7;i/;^D^>i^;v;^^>» 

20 (858) 3- (2- ( (3-p<^;v-i- (3, 5 

:^j;vn^-r;i/) -4- (2, 4-if;^ ( h U :7;i/:^np<^;i/) 

(859 ) 3- (2- ( (3-7<^;i'-l- (3, 5-s^p<^;i/7a;^;i/) 
:*7;w^^-i';v) - 4- (3, 4-^y;i/:4-D--«:>i^;i';r^$/) 

25 •y°U?^^yWi-^ 

(860) 3- (2- ( (3-^5=-;!/- 1- (3, 5 
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(861) 3- (2- ( (3-^5^;i/-l- (3, 5-i^j?^^J]y'7:iL-JV) 

;v) >b;w^'^'1';^) -4- (3, A-v :^^)\^^yVM^i/^ y3^:=.;v) 
5 :7°n;i>^s 

(862) 3- (2- ( (3 -^^;i/-l- (3, 5 -t? p^^JVy :r.—JV) 

;v) *;w^'^-f;l/) -4- (2 -p« h^s/:^:7^ v>- 1 — 

(863) 3- (2- ( (3-p<5^;p-l- (3, 5 -i^p<g^;i/7i.^;i/) 

10 ;v) it];w^^y(ji^) -4- (2, 3, 6 - h u >';^:tn^>e^;v;r:3ps/) y 

(864) 4- (2- ( (IR) -1- (::J-7^1y>- 1 — f 3:-^JV:^)W^ 

-4- (4-— hn:7 3iy:3E^$^) :7 3ir:;i/) y^^^m^ 
(865 ) 4- (2 - ( (IR) -1- (i-y^]y>-i-^ ;v) 3i5=-;i/>t7;wN' 
15 -4- (4-T^y ^^^y^arsy) :7a.-;V) :7'"^>^, 

(866 ) 4- (2- ( (IR) -1- (±y^u>-l--f;\^) 3^^;i/;i7;wt 
^-r;v) -4- {4-^^jvy.;]yriK-j]yy ya^-)],) y^ym^ 
(867 ) 3- (2- ( (3-p<^;i/-l- (3, 5 -s^^ 3i-;v) y^^ 
:^3;WN'^-f;v) -4- ( 2 7^— ;v) rn^i 

20 

(868 ) 3- (2- ( (3^p<^;i/-l- (3, 5 5^;i/:7 

:*7;P;N*^-r;V) - 4- (l, 3-i^:t^iy-(>V>- 4:--( ;v) 

(869 ) 3- (2- ( (3-p<5=-;v- 1- (3, 5 -s^^ 5=-;^:7 31 
25 pb;w^-^-r;v) -4- (2, 4-i;^^^;v^>i^;i/:r=^i>') :7rci=.;i/) 
y^xm^W.^ 
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(870) 3- (2- ( (3-^5^;i/-l- (3, 5 

p!7;w^^^-r;i/) -4- ( 3 -p<5^;i'^>s^;i';r=^^) 7°Dyi 

(871) 3- (2- ( (3-p<5^;V-l- (3, 5 

5 ;v) >!7;w-?^-r;v) -4- (4-;^5^;i/5^:r^>i^;p:r^^^) :r 

(872) 3- (2- ( (3-p<5^;i/- 1 - (3, 5 -S^p? 31 

;u) -4- (2, 5 -i:?;^^^-;!/^^^^;!/:^^^^) :7rc— 

10 (873) 3- (2- ( (3-^^;i/-l- (3, 5 -i^pi^;i/:7 31 IT'^^ 

;v) *;wt^-f;i/) -4- ( 2 ->';i/;rn-4 - h U >';i/;ro^5=-;v^>^ 

(874) 3- (2- ( (3-p«5=-;v- 1 - (3, 5-s^p«5=-;i/:7:c-;i/) 
>f7;w^•^-r;^) -4- (4-:7;i/;rn-3 - h ';:7;v;^-np<5^;p^>s^ 
15 yxD^ym.-. 

(875 ) 3 - (2- ( (3-pi^;i/-l- (3, 5-i^p{5^;i/7 3^-;i/) 7-5=- 
:^7;w^'^-f -4- (3-7;i/:^d-5- h »;7;v;rn^5=-;v^>5^ 

;i/::t^s>') :7:c-;i') ■yu)^:yW.-. 

(876 ) 3- (2- ( (3-p<5=-;i/- 1 - (3, 5-$^^5^;i/7 3i::::;i/) i:/^^ 

20 :3t7;w^^-r;i/) -4- (4-7;i':^n-3 -^'nD^>$^;i/:^:^5^) :7 

(877 ) 3- (2- ( (3-^^;i/-l- (3, 5 7'5^ 

:*r;w?^-r;i/) -4- (3-:7;i/:^n-4-p<5^;i/^>$^;i/:^:^S/) 

25 (878) 3- (2- ( (3-^5^;v-l- (3, 5 -s^^ i^;i/) 

:^3;w?^-r;i/) -4- ( 2 -7;v;tD- 5 -pi h^s/^>5^;i/:^=3jis» 
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(879 ) 3- (2 - ( {3-^^;V- 1- (3, 5 y^^ 

>b;wN'^-i';i/) -4- (4— f v:7'9^;i/^>i^;i/:t=3i=-sx) 7 r 

5 ( 880 ) 3 - (2 - ( (3 -^9^;v-l- (3, 5 y''^^ 
:*/;i'M'^-r;i/) -4- (2, 4, 5 - h U^5^;i/^>^^;i/:^^^>) 7 

(881) 3- (2- ( (3-^9^;i/-l- (3, 5 -i^;'?^;v:7jz-;i/) 

;!/) :^;vM'^-f;v) -4- (3- (4-^ h^^7aiy^>» 

(882) 3- (2- ( (3-p?^;i/-l- (3, 5 -$;'pi5=-;p:7:n-;v) 
^jv/'i^-f -4- (4-^ h^^^>i^;v;^^$/) :7:n-;i/) 

(883 ) 3- (2- ( (3 1 - (3, 5 -S^p? 5^;V:7 

15 Jl) pb;w^'^-r;i/) -4- (2, 3, 4-hVyih^Sy^>i^J]y:^^ty) y 

(884) 4- (2 - ( (IR) -1- (:^7^ V>- 1 --<;!/) 

^^;i/) -4- (4 -i^y^y :7 31^:3^5^) y^-)\,) y^^>m. 

(885) 4- (2- ( (IR) -1- (i-y^u>- 1-^ a^5^;i/:>!3;w^ 
20 ^-r;i/) -4- (4-T-te^;vT^^7niy^^) :7:c-;v) 

(886 ) 4- (2 - ( (IR) -1- (:^7^1/>-l — f;V) a^^;i/>b;Wt 

^-f;i/) -4- (4 ^S/) :7air:;i/) y'^j' 

(887) 3- (2- ( (3-^^;i/-l- (3, 5-i^p<5^;i/7 3i-;i/) 

25 >!7;wN'^-i';i/) -4- (3-p< h^ix- 5 -s^^y 7jiy:^sxp<5=-;i/) 
:7 3i:n;v) yu^'i>m. 
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(888 ) 3- (2- ( (3-^^)V- 1- (3, 5 -i^^^)Vy :tu-)],) 
)V) ;?3;WN^^^;V) -4- (4-7;i/:tD-3-;>< h^Sy^>i^;i/;t=^5^) 

(889 ) 3- (2- ( (3-p<^;i/-l- (3, 5 -^^5^;i/:7 1^5^ 

5 i^;!/^'^-^;!/) -4- ( 4 h:^iy::^7^5^ i/>- 1 --T 

(890) 3- (2- ( (3-p<5=-;i/- 1- (3, 5 -s^pi^^-;!/:^^:-;!/) 
::i7;WN'^-f;v) -4- ( 2 h:3f-^>- 3 , 5-5^ (t-:^^^;!,) ^> 

10 (891) 3- (2- ( (3-^^J]y- 1- (3, 5 -Z^yt^JV^ J^—JV) 

;p) tuw^^^^j]/) -4- (4-:7niy:3pc;.y^>s^;v;^dps/) y^^n;!/) y 

(892) 4- (2- ( (IR) -1- (i-y^U>-l-4JV) 
^-r;i/) -4- (4-T-fe5=-;v>'3^y:^s^) y^ri;!/) 

15 ( 893 ) 3- (2- ( (3-p<^;V-l- (3, 5 - ^;i/:7 y'-g:- 

(894 ) 3- (2- ( (3-p<5^;V-l- (3, 5 - 5^;V:7 31 7^5^ 
:*/;wt^-f —4- (4-i57DD- 3 -:7;i/:^n'-<>s^;i/;t=^2/') 7 

(895) 3- (2- ( (3-^^;i/-i- (3, 5 -i?^ ^;i/:7 :7*5=- 
::^7;w?^-y;i/) -4- ( (3, 5 -i^^^ju- 4-^>i^;\/:t^-» ^ 

(896) 4- (2 - ( (IR) -1- (:^7^57l/>- 1 —f;!/) :c5^;i/:i7;W<C 
25 ^-r;i/) -4- (2, 3, 4, 5, 6 -^>^y)]y:;tuy :^^) y ^~ 
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(897) 3- (2- ( (3-^^)V-l - (3, 5-i^?^^;v:7:j^-;]y) 

-4- ('-^>V" [e] 1, A.-^J^^^i.-Q-^)^) 

(898) 3- (2- ( (3-p<5^;i/-l- (3, 5 -S^^g^;i/:7 

5 :i7;i/A'-=E-r;V) -4- (2, 4, ^-Y^)y}\y^Xi^l/V)\/^^%/) y 

(899) 3- (2- ( (3-p<5^;p-i- (3, 5 -s^^5=-;i/:7 :c 
:^7;w^^-r -4- (2-^Dn-4, ^~i/y)\/^u^yv)v^^ 

10 ( 900) 3- (2- ( (3-^^;i/-i- (3, 5-^^p?^;i/:7 3.-;i,) 

:^7;wt^-r;i/) -4- (3 -:7;i/;^d-4- h u:7;i.;^n^5^;i/^>i? 

(901) 3- (2- ( (3-p<5^;i/-l- (3, 5-S^p(5=-;i':7^-;i/) 

;v) —4- (2— ;^dd-5- h u:7;i/:rD^5^;i/^>s;?;i/ 

15 :7 3z-;i/) :7°d/i>^^ 

(902) 3- (2- ( (3-^5=-;i/- 1- (3, 5 -s^p<^;i/:7 n.-;!/) 
:tr;W'?^-r;i/) -4- (2, 5 -S^o^ hdri>'^>e^;i/:^^S^) 7 

(903 ) 3- (2- ( (3-p<5=-;u- 1- (3, 5-$^p<^;i/:7rc-;v) ^'5=^ 
:^7;wt^-f;i^) -4- (3-i>'Ty-4-7;i/;^D^>e;';i/:^-^e/) >^ 

(904 ) 3- (2- ( (3-p<5=-;i/-l- (3, 5-s^p<5^;i/:7:n-;i/) 7^5^ 
;W :^7;w^*^-r;^) -4- ( 3 -31 :7jc-;i/) 

(905 ) 3- (2- ( (3-^^;i'-i- (3, 5-^^5=-;i/:7^-;i/) 
;i/) :^?;W\'^-f -4 - (4 -^>i^;i/;t^S/^>^;i/;t^S>') :7^r:;i/) 
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(906) 3- (2- ( (S-^^JV-l - (3, 5-P;A^J\yy :^-J]y) 

:*;wt^-r;i/) -4- (2, 3, 4, 5, 6 -^>^ :7;i/^d^>s^;1/ 

(907) 3- (2- ( (3 -^^;i/-l- (3, 5 -S^p<5^;i/-7:c-;i.) -f^ 
:^7;wt-^-f;i/) -4- (2, ^-\fi^ ( h U :7;i/:rD^5^;i/) 

(908 ) 3- (2- ( (3-^5=-;V-l- (3, 5 9^;i/:7 

:^j;w^'-t-r;v) -4- ( 2 5 -7;i/;rn^>^;i/;r^^>') :7 

(909) 3- (2- ( (3-^5^;i/-l- (3, 5-$^p<5^;i/:7^r:;i/) 
:*;wt^-r;i') -4- ( (4 -p<^;i/r>-:7iS7 1 --r;i/) 

(910) 3- (2- ( (3-p<5^;i/- 1- (3, 5-i^p<5^;i/:7a.-;i/) 
:^7;w^^-r;i/) -4- (4' - b u :7;v;^dp<5=-;j,- 1 , I'-br^oi^ 

(911) 3- (2- ( (3-^5^;i/-l- (3, 5-5^p?9^;i/7 3ir:;i/) 

;!<') :tf;wt^-f -4- (2 -:7 3^n;i/rc h:35^>» :7j^-;v) rD;i>^^ 

(912) 3- (2- ( (3-^5^;i/-l- (3, 5-i^^5^;i/73^r:;i/) :7'5^ 

-4- ( 3 j^-;i/>^n7}fips>') :7 3in;v) rn^iv 

(913) 3- (2- ( (3-p<5^;i/-l- (3, 5-S^p«^;V7rr-;v) 
ti)\^n=^y()\y^ -4- (2- (5-p?5=-;v-2-7:c-;i/:^d!p«y-^/— ;i/ 

-4— r;V) J^h:3pS^) >^D7l>^, 

(914) 3- (2- ( (3-^5^;i/-l- (3, 5-S^^5^;1/7:ji-;1/) 
:^3;w^"^-r;i/) -4- (2-p<5^;i/-3 -^DP^>S^;i/:^^i^) 7a: 
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(915) 3- (2- ( (S-^^-Jl-l- (3, 5-^^;^5^;i/73.-;v) y^^ 
:i?;W'^^^'i';i/) - 4- (2 - h >; :7;i/:^n^5=-;i/::e-=^$>'^>$^;i/:t:^^) 

(916) 3- (2- ( (3-p<5=-;V-l- (3, 5--y^^?]yy:i,-;]y) 

;v) ^jw'^^^jv) -4- (2, 4-if:;^ ( h ';:7;]/^d^5^;1/) ^>i^;i/ 

(917) 3- (2- ( (3-?^9-Jl-l- (3, 5 ->y;>^9-Jlyy a^-JV) 

J]y) :*?;WN'^-f;i/) -4- ( 2 -ai hipS>^>i:;=;i/;t^S>') y'u 

(918) 3- (2- ( (3-^^;v-i- (3, 5-s^^5^;i/:7:c-;i/) 
;p) :t?;w-^'^-Y;v) -4- ( 3 -^nn ^'n^y :7^-;i/) 

(919) 3- (2- ( {3-^^)1-1- (3, 5-i??^^;i.-7a^-jv) 
:^)W^^-i;]y) -4- (2-:7;i/:^D-5 -^5^;v:7^yd^>>^5^;v) 

(920 ) 3- (2- ( (3-^5^;i/-i- (3, 5 5^;i/:7 

;v) -^JV^^^^JV) -4- (2, 3, 4, 5, 6—<.>^yj]y^uy a:.^^ 

->^^;]y) :7az-;V) rD>'1>^^ 

(921) 3- (2- ( (3-p<5^;i/- 1- (3, 5 -S^^^JVy a^^JV) 
:i7;w\-^-i';i/) -4- (2, 6 -s^>^;i/:^D7aiy ^73.- 

(922) 3- (2- ( (3-p<5^;i/- 1 - (3, 5 -$^p<5=-;v:7 
±)^/)^=^^ A/) -4- (4-p<5^;i/x;i'!j^n;i/^>$;;V:;r=^^y) ^a^ri 

(923 ) 3- (2- ( (3-pi^;i/-l- (3, 5-S^^5=-;V:7a.-;i/) 7*5^ 
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(924) 3- (2- ( (3-p<5^;i/- 1 - (3, 5 -t>?^^JVy a^-JV) 
:t?;WN'^-i';i/) -4- (2, 3, 5, 6 -t^ h^7;i/:^D^>i^;i/:t=3r 

(925) 3- (2 - ( (3 -p<5^;i/- 1 - (3, ^ -V ^^)yy -y^^ 

)\d :?3;WN'^'i';V) -4 - (2-^57DD-3, 6 -:^7;V:^D^>^;i/;^=3p 
(926 ) 3- (2 - ( (3 -pi^^-;!/- 1 - (3, 5 n:-;!/) :7*5=- 

10 pb;w?^-r;i/) -4- (4-^^i/;i/^>$^;i/::r^$/) :7 3i-;i/) :7°d 

(927) 3- (2 - ( (3 1 - (3, 5 :7'5^ 

:^;WN'^-f ;]/) - 4- (3, 4 -$^3^ h^$^--«:>s^;i>:r^sx) 

15 ( 928 ) 3- (2 - ( (3-p<^;i/-l- (3, 5 

:^j;WN*^-r;i/) -4- ( 3 - h U :7;v;tP^5^;i/^:^^>i^;v;r^i>) 

(929 ) 3- (2 - ( (3-^9^;i/-l- (3, 5 :7*5=- 

:*;WN*^-f -4- ( 6 -^nn- 2 3 -p<5^;i/^>$^ 
20 ;V:^=^:J^) :7 3^n;i/) :7°D>'^>^. 

(930) 3- (2 - ( (3-^5=-;V-l- (3, 5 -S^^ 

;v) :^3;w^'^'i';i/) -4- (4 - h U :7;v;^np<5^;i/^^^>S^;i/;t^i>) 
:7 3i^;v) Tuni/m.^ 

(931) 3- (2- ( (3-p<^;i'-l- (3, 5 -5^p<5=-;i/7 3:n;i/) 

25 ;f7;w-^-^-r;i/) -4- (2-^Dn-6-:7;v;tn-3-^5^;v^>$^ 
;i/;t^S>') :7°D;^•>^^ 
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(932) 3- (2- ( (3-p<5^;i/- 1 - (3, 5 -i^^5=-;i/:7ain;v) 
;!3;i/M"^-r;p) -4- (2- (4-^nD7rci^;i/5^;r) ^>i^;i/:t=^ 

(933) 4- (2 - ( (IR) -1- (:^:7^$^lx'>- 1 --f ai5=-;i/:i7;Wt 

5 -4- (4 ->!j;w^'^-r;P7:cy :3s^iy) -7^— :7'^>^, 

(934) 4- (2 - ( (IR) -1- (:^7 37 1/>- 1 --f :s^^y\^ti)\^n 

^-f;!/) -4- (4-N-p<5=•;^:^3;w^'^-r;^>':3zy:3E^^) i^i.— :/^5^ 

(935) 4- (2- ( (IR) -1- (::^:7^i/>- 1 --r;v) 3^5^;i/:^j;W\' 

10 ^-r;^) -4- (4-N, N-i^^5^;i/:3?3;w\'^-r;i/>'3ry :3pe^) ^^o^-;!/) 

(936) 3- (2- ( (3-^9^;i/-l- (3, 5 -S^^^^^A^ :n 

;v) i^b;^^'^-^;^) -4- (4-^>^;i/^>s^;i/:^^s^) :7 3i— ;v) rn 

15 (937) 3- (2 - ( (3 -p<9^;i/- 1 - (3, 5 -i^^ oin;!/) :7''g=- 
*;wN*^-i';v) -4- (3- (4-p<5=-;i/7x.y:^s^) 

(938) 3- (2 - ( (3-^9^;v-l- (3, 5 -i^'^ 

;v) :i;;w\'^-f -4- (3-^'DD-2-:7;i/:tD- 6- h U7;V;rD 

(939) 3- (2 - ( (3-p<5^;y- 1- (3, 5 -s^^ ^;v:7 -f^ 
;v) >t7;w^^^'f;i/) -4- (4-i^7;i/:^D^ v^t^^>V)V'^^^^^ y:^ 

(940 ) 3- (2- ( (3 1 - (3, 5 -S^;'<^;i/:7:tir:;i/) 

25 :i?;w\'^-r;v) -4- (7;i/;ri/>- 2 --r 7j^n;p) 
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(941) 3- (2- ( (3-^5^;i/-l- (3, 5 -S^;<9^;i/:7 :c 

>!7;w-^^-f ;v) -4- ( 4 -^^nn- 3 - h U :7;v::rDp<g^;i/-^>s^;v 

(942) 3- (2- ( (3-p<^;v-l- (3, 5-s^pi9^;v7 3i-;i/) 

5 ;v) >?3;p/'^^-f ;i/) -4- ( 3 -7;v;rn- 2 -p<5^;i/^>i:^;i/;r=¥-i^) 7 

(943 ) 3- (2- ( (3-p<5=-;v- 1 - (3, 5 -s^pi 

>!7;w^^^^;i/) -4- (2, 3, 5 - h u 7;v;tD^>i^;i/:^^5>') :7 

10 ( 944 ) 3- (2- ( (3-^^;i'-l- (3, 5 

>b;wN'^-r;v) -4- (4- (tf u 2 --r;v) ^>i^;v:^=¥i^) 

(945 ) 3- (2- ( (3-p<5=-;i/- 1 - (3, 5 -S^^5^;i/:7 

p!3;WN'^-r;i^) -4- (3- (4-t ->^5^;i/:7a^y:3psy) ^>s^;i/:t 

(946 ) 3- (2- ( (3-^5^;i/-l- (3, 5 ::^5^ 
:j!3;WN"^-r;i/) -4- (4-3^^;i/5=-:^^>S^;V:^=3psy) 7 r 

(947 ) 3- (2- ( (3-p<5^;i/- 1 - (3, 5 -s^^^;i/:7 
20 ;v) >b;WN'^-r;^) -4- (4- (4-7;i/;rD^>$^;v;r^5:^) 

(948 ) 3- (2- ( (3-p<5^;V-l- (3, 5 -S^;^^;i':7 :c 

^b;!//^^-^;!/) -4- (2, 3 -5^>';v:^D7 3^y^^^5^;v) :7 3^^ 

25 ( 949 ) 3- (2- ( (3-^9^;i'-l- (3, 5 -S^^ 5=-;i/:7 

:?3;WA°^-i';v) -4- (3, ^-V7)y':^uy :x^J^^^:^^)^y) 
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(950) 3- (2- ( (3-p<5=-;V- 1 - ^^JV) 

5 (951) 3- (2- ( (3-^9^;i'-i- (:^7 ^ 1/ >- 1 ;i/) :7'5^;v) 
p!7;wt^-^;i/) -4- (2, 5 -^7;v:^d:7 yj^—ji) 

(952) 4- (2 - ( (IR) -1- — r;i/) ji5^;i/:A?;w? 

-4- (2-S/Ty 7 3iy=3pS^) y:r.-jV) y^yM. 

10 (953 ) 3- (2- ( (3-p<^;v-i- (:^:7i$^v>-i — r;v) 

>b;wN*^-i' -4- (3-^>T^:7 jiy^e^p^^^;!-') y=^=.;]y) rn^iy 

(954) 3- (2 - ( (3-p<^;V-l- (3, 5-$^^5^;i/:7:nn;i/) 

*;i/n^-r;i/) -4- (3, 4 -s^:7;v:rn73iy^s^^^;i/) :7ji^ 
15 :7°D7^>^. 

(955) 3- (2- ( (3-pi5=-;V-l- (3, 5 7*5=- 

;v) ^;wt^'f;v) -4- (3-^5^;v-4-:7;v;tn:7 3^y:3p$/^5^;i,) 

:7rc— ;p) ym^-^ym^ 

(956) 3- (2- ( (3-^^)1-1- (3, 5 3^-;i/) :7*5=- 

20 ;v) ^;wN"^-r;v) - 4- (2->';i/:^d-6-p< h^5>'7 3^y^s^p<5^;i/) 
;v) rn7N°>^, 

(957) 3- (2 - ( (3-p<5^;i/-l- (3, 5 

:^7;wt^-r;v) -4- (3- ( 3 - h U :7;v::tnp<9=-;i/:7azy :3{^S^) ^ 
ypjv:t^iy) y:ri-)\/) yu^-^yM. 
25 (958) 3- (2 - ( (3-p<^;i'-i- (3, 5 -s^^^;v:7 □i^;^) :7*^ 
;v) :^3;wt^-f;v) -4- ( 3 -^^an- 2 -:7;v:^d- 5 - h U :7;1/:4-d 
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(959 ) 3- (2 - ( (3, 5 -s^^ 5^;i/:7 31 

tijw'^'e^jv) -4- (2, 3-i^p<5^;i/^>^^;i/:r^i>') 

5 (960) 3- (2 - ( i3-^9-JV- 1- (3, 5 :r5=- 
JV) :i7;WN"^-r;i/) -4- (2, 3 -i^7;i';^n-4-^^;i/^>5^;i/:2)-:^ 

(961) 3- (2- ( (3-p<5^;v-l- (3, 5-S^^^;i/:7^-;i/) 
tiJ]y/^'^-( -4- (3-^DD-2-7;i/::tn^>i;^;i/;^:^rS>) 7 

10 :7°n>'i>^^ 

(962) 3- (2- ( (3-^9-?]y- 1- (3, 5 5=-;i':7 a. 

;p) :t»;w'^"^-r;v) -4- (3-^nn-2, 6 -$^7;i';^-D^>i^;i/;t^ 

(963) 3- (2- ( (3-^^;i/-l- (3, 5 -s^p<^;v:7 y^ 
15 :t;;W'^-^-f -4- (3, 4, 5 - h U :7;p;tn^>s^;i/:^^i>) 7 

(964) 3- (2- ( (3-^^;v-l- (3, 5 -5^p<5=-;v:7 
>b;w^'^-f;p) -4- (4-7;i/:^d-3 -pi5=-;i/^>^;i'::t=3pi>') :7 

20 (965) 3- (2- ( (3-p<5=-;i/- 1 - (3, 5 g=-;v:7 

*;i/n^-r;i/) -4- (3- (4-^^nn>^3iy^^') ^>i^j]/:t^i^) 

(966 ) 3- (2- ( (3-^5=-;i/-l- (3, 5 -S^p<9=-;V:7 xin;!/) y^ 

;v) *;wt^-r;i/) -4- (2, 3, 6-hVy^^:tu:7 

(967) 3- (2- ( (3-p<g^;i/- 1- (3, 5-Pyi^;vy:r,-j]y) y^ 
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itjJW^^-(JV) -4- (2, 3, 5, 6-y=-h'^y)]y:tuy3^^^^yi 

(968) 3- (2- ( (3-p<5^;i/- 1- (3, 5 -i^^^;i/:7 -f^- 
>b;WN'^-r;i/) -4- ( 3 -:7;V:^n- 4 7 acy 

(969 ) 3- (2- ( (3-p<5^;i/- 1- (3, 5 -^:^pi5^;i/:7 -^9- 

;v) *;WN'^-r;i/) - 4- (4- (4-rDif;i/-7a^:^;i') 

(970 ) 3- (2 - ( (3-^5^;V-l- (3, 5 -S^p<9^;i/:7 :c 7^5^ 
10 ;v) :^;WN"^-r;v) -4- (2 :7 3i-;i/) >^ 

(971) 3- (2- ( (3-^5^;V-l- (3, 5 -S^p? 5^;P:7 37^^ 

-4- ( 5 -^dd- 2 h=3p$/^>^;p:t^S/) >^ 

15 ( 972 ) 3- (2- ( (3-;^5^;V-l- (3, 5 -i^^^;]/^ r/g^ 

;v) ;?3;WN'^-f;v) - 4- (3 :7air^;v) 

(973 ) 3- (2 - ( (3-p<5^;P-l- (3, ^ -V :!^=-)\y) 

;v) :t?;WN'^-r;i/) -4- ( 2 -^dd- 5 -^^;i/5=-;r^>'i^;v:^^s^) 

20 yor^r:;!/) IT'D^"?^^, 

(974 ) 3- (2- ( (3-^^;i/-i- (3, 5 -s^^ ^;v:7 

;v) :jf3;w^^-f ;v) - 4- ( 3 -:t;;w^^-Y;i/7:cy :^syp<9=-;v) :7j^-;v) 

(975) 3- (2- ( (3-;'<^;v-i- (3, 5 -$^^^;V7 
25 ;v) :;d;p>'-<f^-r;i/) -4- ( 3 -^5=-;i':^7;w^'^-f 7 
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(976 ) 3- (2- ( (3-p<^;V-l- (3, 

(977) 3- (2- ( (3-^g=-;V-l- (3, 5 5^;i/:7 :cr:;i/) 

5 :t?;w\'^-f -4- (3 -t Hn^>>p<5^;i/7rcy ^^^^^5^;!,) y 

(978) 4- (2 - ( (IR) -1- (:h:7i$^l/>- 1 — J^^JlytUV^"^ 
^-f;i/) - 4- (2-^bn7aiy^i>') y'^iym. 

(979 ) 4- (2- ( (IR) -1- (i-y'^Uy- 1-4 :r^^)\yiJ)W^ 

10 ^-r;v) -4- (2 -T^y 7rcy:3ps» :7airi;v) 

(980) 4- (2 - ( (IR) -1- — r;v) a::^^-;^:^;^? 
^-r;i/) -4- (2-7^-fe5^;i/T^y :7:ny:3ps>') 7^-;i/) 

(981) 4- (2 - ( (IR) -1- {±y^u>-l — f)\y) a:^;i/:^3;W\' 
^-f;v) -4- (2-p<5^;i/:^;i/5}^— ^'ai^y^^E^s^) :7x^;i') 

15 

(982) 4- (2 - ( (IR) -1- — ( JV) a:5^;i/:^;wt 
^-r;i/) -4- (4-p< h=3p.>>'3iy:3psy) 7jc-;v) >^<5^>m^ 

(983) 4- (2 - ( (IR) -1- (^7^ l/>- 1 --f ;V) rr:5^;i/;Jj;W^ 

^-f;i/) -4- (4 -7;i/^D:7;cy :3ps/) :7 3^r:;i/) 7*^57 

20 (984) 4- (2 - ( (IR) -1- ^ 1 -4 JV) 

^-r;i/) -4- (3 -:7;i/;tD7:ny:35^^y) :7 -;i/) 

(985 ) 4- (2 - ( (IR) -1- — f;i/) 3:^;i/:^;w-\^ 

^-r;v) -4- (3-^ h^s^7rcy:api/) :7 3in;v) 

(986 ) 3- (2- ( (3 1 - (3, 5 -S^^ 31 

25 :i7;w^^^-f -4 - (4-^nD-2, 6 -s^7;i/:^d^>$^;v;^=^ 
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(987) 3- (2- ( (3-?^^;i-l- (3, 5 -S^^5=-;i/:7x:r;i/) 
(988 ) 3- (2- ( (3-p<^;i/-l- (3, 5 

:^;i/n^-r;b) -4- (4-^dd-2 h:^^^^^^^;!/;^:^^^) y 

(989) 3- (2- ( (3-p<5^;i/- 1 - (3, 5 -S^pi 

:*;;W'^^-i';i/) -4- (4-^^;i/-3 h:3p$/^>s^;i/:t^s>') y 

(990 ) 3- (2- ( (3-^^;i/-l- (3, 5 -5^p<g^;i/:7^-;i.) 
:*;;wt^-f;p) -4- (2-^5^;i/-4-p< y 

(991) 3- (2- ( (3-^5^;i'-l- (3, 5 

::?7;Wt^-^;V) -4- (3 h^^ps;^^?^;^;^^^^ y^^- 

)]/) yu;^>m. 

(992) 4- (2 - ( (IR) -1- (::h7<$7l/>-- 1 3:.^;iy±i;w^ 
^-r;i/) -4- (2->';i/:tD7a^y^s>) :7nir:;i/) y'^yms 

(993 ) 3- (2- ( ( (IR) -3-p<^;v_i_ (3^ 5 5^;i,-7 3, 

:^;w^^^-r;i/) -4- (2, 5 -t^yj]y:tuy zcy^^^y^^ 

(994) 3- (2 - ( ( (IS) (3, 5 -$^p<^;v:7 3. 

7-"5^;i/) tijw^'^-^jv) -4- (2, 5 -i^7;i/;rP7^y:3psy^5^ 

(995 ) 4- (2 - ( (IR) -1- (i-y^\y>-l—C;v) ^^^JVtlJWi 

^^;i/) -4—iy'i7u^^-y;]/:t^iyy:>^—ji^) y^^>Ms 

(996 ) 4- (2 - ( (IR) -1- 1 3:.^;]yit] jp/^ 
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(997) 4- (2 - ( (IR) -1- (^H^^l/V- 1 — r;^) 

-4- (2-T-te5^;v:7:cy:3^iy) :7ji— y^^m. 
(998 ) 3- (2 - ( ( (IR) -3-^5^;V-l- (3, 5 -S^p? 3z 
5 :^j;w?^-r;i/) -4- (3-^ h^i^^ 7 

(999) 2- (2- ( ( (IR) -3-^^J\y-l- (3, 5 -S^p<5^;^:7 m 

y'^jv) :>!3;w?^-f ;v) -4- (2 -:7 3i^;i/3i5^;i/) :7rcy:3piy) 

10 (1000) 3- (2- ( ( (IR) -3-^^;i/-l- (3, 5-S^pi^;i/>'3i 

-;v) 7'g^;v) :?!3;w'?^-i';i/) -4- (2 ->';v:^d >':3^y=3ps^7^5^;i/) :7 

(1001) 3- (2- ( ( (IR) -3-^^)\y-l- (3, 5 -S^p?^;i/:7 

— ;i/) iT'^^-;!/) :*;w^^-^;i/) -4- (4 ->^;i/:^n:7aiy^$/;^^;i/) 

15 yu^-^>m. 

(1002) 3 - (2 - ( ( (IR) -3-p<^;i/-l- (3, 5-S^^^;i/7:c 

r:;v) :/5=-;i/) ?b;WN"^-<;i/) -4- (2 h=^s^:7 3i>':3p$/^5^;v) :7 

(1003 ) 3 - (2 - ( ( (IR) -3-^^J]y-l- (3, 5 -:>?^5^;i/7 :c 

20 -;i/) >^5^;i/) :^;w^^'i';v) -4- (2-^5=-;i/:7 jiyaps/p(5^;v) 

(1004) 3- (2-^^-7 j^—J]/^^JVti J]y7^^'< ;]/- 4- (2, 5-i^7;i/;r 

(1005) 3- (2 - ( (1- (3 , 5-i^^^;i/:7:n-;i/) >>^d^:35^s/;v) 
25 iijw^^4J\^) -4- (2, 5-s^:7;i/;rn:7 3iy ^5y^9^;i/) 7^.— ;i/) 
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(1006 ) 3 - (2 - ( (1- (3, 3^:=.;]^) s^^d^>5^;1/) 

:^3;w\'^'i';v) -4- (2, 5 —:>yj\y:^uy :^->^^;v) y :r.-jv) 

(1007) 3- (2- ( ( (IR) -3-^^j],-l~ (3, 5-t^^^jVy:x, 
(1008 ) 3- (2- ( ( (IR) (3, 5 -5^p<^;i/:7 a. 

:tr;wt^-r;i/) -4- (2 -ai h^s^-^^zy :? 

(1009) 3- (2- ( (N- (2-^^;i/rDlf;i/) -N- (3, 5-$^pig=- 
;i/:7rc-;i/) r^y) :i7;WN'^-r;i/) -4- (2, 5 -s^y jv^tviy ^ 

(1010) 3- (2- (1 1 - (3, 5 -i^p<5=-;b:7 a.:::;!/) rntf 

i^;^^^-^;!/) -4- (2, 5 -e<?7;i/;^D:7aiydj^syp<g^;i/) 

(1011) 3- (2- (4- (3, 5-S^^5=-;i/7ai-;i/) t Knif^>- 
4--r;i/) -4- (2, 5-i;^>';i/:^D:7^y 

(1012) 3- (2- ( ( (IR) (3^ 5_.>^^^;j,^^ 
— :i/;w^'^-r;i/) -4- (3 -s^^y :7a::y :3p$^p<5^;i/) 

(1013) 3- (2 - ( ( (IR) -3-^^;i,_i_ (3^ 5_^^g^;,,-7^ 

-;v) 7^^;v) i3JW^^^j\y) -4- (2, 4-:J^:7;i/::rD:7^y:J^i^^^ 
;v) 7cc-;i/) rD7i>^, 

(1014) 3- (2- ( ( (IR) -3-^^;]y-l- (3, s^.y^^j^y^ 

-Ji) y^^)]y) :^;w^-=E^;i/) -4- (2, 5 d^sy^^;i/) 
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(1015) 3- (2- ( ( (IR) -3-^^j\y-l- (3, 

:7>;i.) -fyjw^^-CJV) -4- (2-^uuy:^^^t^^^j],) y j:. 

(1016) 3- (2- (3, 5-s^p<^;i/7a.-;v) a^5=-;i/) 

(1017) 3- (2- ( ( (IR) -3-^5^;p-l- (3, 5->:^p<5^;i/7:c 

(1018) 3- (2- ( ( (IR) -3-p<^;i/-i- (3, 5-5:^^^;v:7^ 
— ;!/) >'''5^;i/) - 4 -(^>v"5^TV— 2 — f;i/) ;t=^i>' 

(1019) 3- (2- ( (4- (3, ^-i;^^^)]yya^-)],) 71— th'Dl^^V 

-4— r;i/) :^7;wt^^;i/) -4- 

(1020 ) 3- (2- ( ( (IR) -3-^^)]y-l- (3, 5 -S^^^;i/:7 31 

:^;w\'^-f ;v) -4- (2-a^5^;i/:7^y r^-^^^^;^) 

(1021) 3- (2- ( ( (IR) -3_p{5=.;i,_i_ (3^ 5_.;^^^;i,-7^ 

-;i/) >^5=-;i/) :^;WN'^^;i/) -4- (3-^00:73.^ :;^s>'p<5^;i/) y a:. 
—)]/) y'u;-^ym.. 

(1022) 3- (2- (4- (3, 5-i:^p?5^;i/:7:n-;i/) >^l-ti HD5^:^1^^ 
;i/) y:xL-)]/) ytm-ym.^ 

(1023) 3- (2- (l-^>s?;i/-4- (3, 5 -5:^p<^;i/:7 3i-;i/) 
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Vi^>~4—(j]y) :^7;WN'^^;i/) -4- (2, 5 -t:^yj]yytuy ^^j^-y 

(1024) 3- (2- (1, l-t^:t>-4- (3, 5 /I 
— t: h'D5=-;rif^>-4— i^?;^^^-^;!/) -4- (2, 5-s;':7;i/:t 

(1025) 3 - (2- ( (4- (3, 5 -S^p<5^;i/7 3z-;i/) b FDtf^^ 
-4 — f;i/) :*>;w^^-f;i/) -4- (3 -^-^y :7 3^y^i/^5^;i/) y^^- 

(1026 ) 3- (2- ( (2 , 6-i^^^J]y-4 - (3, 5 -^^^'p? 5=-;i/:7 

10 _4_^7-5^;v) tiJW^'^e-fjv) -4- (2, 5-5;':7;i/;rn:7:cyd^s^^ 

(1027 ) 3 - (2 - ( (4- (3 , 5-i^p<^;i/:7 3.-;V) 7^— t HD1:^^> 

-4--r;i/) -4- (2, 3, 6 - h U 7;l/:r^^>S^;^:4- 

15 (1028 ) 3- (2- ( ( (IR) -3-p<5^;V-l- (3, 5 

— :^;w^^-f;i/) -4- (2-^Dn- 6 -7;v;rD^>$^;i/ 

(1029) 3- (2- ( (4- (3, 5-$^^5^;i/7:c-;v) KDti°^> 
-4--r;i/) :^7;w\'-=&-i';i/) -4- (2 -^dd- 5 -7;v;rD7aiy:^>y 

20 ^5^;i/) 7azr:;i/) :7°D7^>^^ 

(1030) 3- (2- ( (4- (3, 5-:i^^5^;i/:7^^;i/) 71— t KDtf^> 
-4 — r;i/) :^7;WN'^-r;i/) -4- (2 -^^dd- 5 :3p^p< 

(1031) 3 - (2- ( (4- (3, 5-S^p<5^;i.:7 3in;i.) t Fntf^> 
25 -4--i';i/) :tf;w^'^-i';i/) -4- (2, 5 -i^^J^DD^^^y ^^Iri^^^^;!/) 
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(1032) 3- (2- ( (4- (3, 5-i^;<^J]yy3^-jV) 71— tKDtf^> 

(1033) 3- (2- ( (4- (3, 5-:=^p<5^;i/7^^;i/) 7^•-h: KDtf^> 

(1034) 3- (2- ( (4- (3, 5-S^^^;V7^-;i/) 7^•— b HD1^^> 

-4--r;v) :^;w?^-f;i/) -4- (3 -7;i/:^n7iDy ^e^p<5^;i/) y :su 

(1035) 3- (2- ( (4- (3, 5-i^p<^;i/>'3in;i/) t Kntf^^ 
-4 — r;i/) :^7;w?^-y;i/) -4- (2, 5 -i^^^;i/:7rcy 

(1036 ) 3- (2- ( ( 1 -p<^;i/:^;i/4^-;i/-4- (3, ^-V^'^)\y'7 ai. 

=.)V) if^';s^>-4--r;i/) >b;wi^-f;i/) -4- (2, 5-s^:7;i/:tn 
:7 3^y :7az-;i/) 7°n7i>^, 

(1037) 3- (2- ( (4- (3, 5 -S:^^5^;i/7:c-;v) 71— t KDtf^> 
-4 — r;i/) -4- (2 -:7;i/;rD7aiy :7 3^ 

(1038) 3 - (2 - ( (4- (3, 5-$^^5^;v:7 3:-;i/) 71— bHDlf^> 
-4--r;i/) ti)\/n=^-{ )v) -4- (2 -i:7nD7 3iy 71.— 

(1039) 3- (2- ( (4- (3 -p<5^;i/:7 3.ri;i/) 71— t ^•^tr^>-4- 
-r;^) :*7;1/71^-y;v) -4- (2, 5 -i^:7;i/;tD:7^y ^$/p<5^;i/) :7j: 

^71') :7°D71>^, 

(1040) 3- (2- ( (4- (:^:7^i/>- 1— r;i/) ^1— t Fntf^>-4 
— r;v) :^;wi^-<7l/) -4- (2, 5 -^^7;V;^D7a^y^5y^g=-;i/) 7 

:7°D71>^, 
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(1041) 3- (2- ( (l-p<^;v-4- (3, 5 -^p<5=-;i':7 3i— ;p) tf^ 

Vi>>-4-4 Jl) :;t7;wt^^;v) -4- (2, 5 -S^7;i/^D 7 

(1042) 3- (2- ( (1 4 - (3, 5 3^—)\y) tf^ 

5 usx'>-4 --y;!/) i3;w^'^-r;p) -4- (2, 5-$^7;i/::rn7^y^s>' 

(1043) 3- (2 - ( ( (IR) -3-p<^;v-i- (3, s—y^^jvy^z 
— ;i/) >!3;wt^-r;i') -4- (2, 3, 6- h U7;i/:tD^>s^;i/ 

10 (1044) 2- (2- ( (3-p«5^;i/- 1- (3, 5 

:^;WN"^-i';i/) -4- ( 2 -^J^nn- 6 -:7;i/;^D^>$^;i/:^:3pcy) ^ 

15 11. ^h^W 

(1) (2E) -3- (2- (2- (2, 5, 7, 8 h 6 - 1 

-2-:rn^>^, 

(2) (2E) -3- (2- (2- (:;J-7^l/>-2-^;i/) ^h^$/) -4 

(3) 3- (2- (2- (:^7^l/>-2 — r;v) 3^hdp5^) -4-73.^:3^ 

(4) 3- (2- (2- (:^7^ l/>-2 --r;i/) J^h^S^) -4-fcFD:^ 
25 (5) 3- (2- (2- (^7^ l/>-2 aih:3rSx) -4- (l-t 
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(6) 3- (2- ( ( (IR) -1- (±y^U>-l—C)]y) 

(7) 3- (2- ( (3-^^;p- 1-7 3^— >E3;w^'^'f -4 



5 (8) 3- (2- ( (3-^5^;v- 1 -y'rc-;i/:7-5^;i/) :*/;wN"^'f -4 

(9) 3- (2- ( (3-;^5=-;P- l-:7^n;i/>^5^;i/) -4 

(10) 2- (2- ( (4-^5^;b-2- (rJ-:7^i/>- 1 ^>^y-r 
10 T 5; y ) - 4 - 1 H n ^S/^ 5^;!/^ > 

(11) 2- (2- ( (4-p<5=-;i/-2- i—f ^>i5^y-r 

(12) 4- (2- ( (2- (T^^iJ'i/v- 1 — r;^) y°U^-^^4)\y) T^y) 
-4-t. HDdrS/p<5=-;i'>'3^— ;v) 

15 (13) 4- (2- ( (2- — f;i/) 7°D^1 ^ 7*^y) 

(14) 4- (2- ( (2- 1 rn^-^y-r;!/) T^y) 

(15) 4- (2- ( (2- (:^7^i/>- 1 --f;!/) 7°n^^y-f;i/) T^y) 
20 -4-:7 3iydE^^:7 3i^;i/) ii/^J'V^^ 

(16) 3- (2- ( (4-^5^;i/-2-:7a:^— -4 

(17) 4- (2- ( (4-^9^;v-2- (i-y^\y>-l-^;]y) ^>^y-r 
;v) r^y) -4 -y'jiy^^syyai^;!/) 

25 (18) 4- (2- ( (4-^5^;i/-2-7^— T^y) -4 
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(19) 4- (2- ( (2- y'U^-i^^)]/) T^y) 

(20) N- (3, 4-S^:7;V:rD-7 3^— - 3-(2-(2-(:^ 
5 ^\ 

(21) N- (3, 4-5^7;i/:^n:7 3^ri;i/:p^;i//}^r:;i/) - 3-(2-(2-(± 

(22) N- (3, 4-i^7;i/:^n:7^— - 3-(2-(2-(:^ 
10 y^U>-2-^ ^nh^ps^-) -4- ( 1 - 1 K D^$x- 1 

(23) 3- (2- ( (3 1 -7 31— ;i/:7*5^;v) -4 

(24) N- (3, 4-S^>';i/;rD-7 3i— ;i/;;^;i/4^— - 3- (2- ( (3- 

(25) 3- (2- ( (3-^5^;i/-i- (3, 5-s^^5^;v:7 3i^;i/) 

p!j;w^^^'f ;v) -4-^>s^;v:t=^sy7 3i— ;i/) :7°d7^>^, 

(26) 3- (2- (:h7i57ix>- 1 — r;v^5^;i'*;w^"^-r;i/) -4-7^1^ 
20 ^iyy3L—)v) yu^-iym-. 

(27) 3- (2- (1- (:^7^i/>-2— f;i/) x.^;v:^3;w^^-i' ;v) -4 

(28) 3- (2- ( (3-^^;v-i- (rJ-7^i/>- 1— r;i/) :^ 

;V/t^-r;i/) -4-7:n.y^^:7 3i:n;v) rD/^>^^ 

25 (29) 3- (2- (4-^5^;i/- 2 -7:3i-;i/^>-9^;v) r^j;^-^'^-^;^) -4 
-:7 iTDv^iv^, 
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(30) 3- (2 - ( (IR) - l-:7ac-;v3^5^;i/:^3;w^^-r;v) -4-731 

(31) 4-(2-((lR)-l - (i-y^]y>-l-4J]y) 

5 (32) 3 - (2 - ( (IR) -1- (4-p<^;v7 3^-;v) 3i5=-;v:^;wN"^-r 

(33) 3- (2- (1- (4-:7;v:rD>'3ir:;i/) j:^;i/:*?;v>'-^^-f ;v) -4 

(34) 3- (2- ( (IR) -1 — {>^^>-l-4J)y) tiJW^^-iJ]y-4- 

(35) 3- (2- (i-^g^;i/-3-:7:n^;i/rDtf;v) :^3;w?^-r;i/-4- 

(36) 3 - (2 - ( (IR) -1- (4-:::ihn:7 3in;v) :ng=-;v:^;WN'^'Y 
15 (37) 3- (2 -s^7 3ir^;vp<9^;i/:*);w^'^-r;i/-4-7aiy^i^:7:n-;i/) 

(38) 3- (2- ( (3-^5=-;i/- 1- (3, 5--:^^^;v:7 3i-;v) 

(39) 3- (2- ( (IR) -1-1, 2, 3, 4-7^h^t Kn:^:7>5^1/> 
20 - 1 — r;v) *;wN'^-r;^-4-:73iy:3f-^'73i-;i/) rn/^>^. 

(40) 3- (2- ( (IR) -1- (1, l'-lf7i:=^;V-4— f;V) 315^ 

;i/;i3;w^^^-f ;i/) -4 -:7aiy :3s^s>':7a^::^;i/) ro^iv^s 

(41) 3- (2- (^ry -:7 jc-;v:i;;w^^-r;i/) - 4 -^^o^y ^^S^-^rc— 
;i/) :7°D/•^>M^ 

25 (42) 4- (2- ( (3-P<^;^- 1 - (3, 5 -P J^^Jl^-^ ^^-Jl^) 
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(43) 4- (2- ( (3-p?5^;i/- 1- (3, 5-$^p(5^;i/7a::-;i/) 

(44) 4- (2- (3-p<5^;i/- :i;;wt^-f - 4- 
5 (45) 4 - (2- (1- (^7^i/>- 1 -^;^) 7°ni^;i/:^;wN'^-i';i/) - 

(46) 4- (2- (1- (±:7^i/>- 1 — r;v) :/g=-;i/:i7;w^^-r;i/) -4 

(47) 4- (2- ( (3-p<5^;i/- 1 - (^:7^ i--r;i/) 
10 ;w^^-r;v) -4-701^^5^5^73^— ;v) 

(48) 4- (2- ( (3-^^;i/- 1- (4-7;i/:4-D-3-p<5^;v7^^;i/) 
7*5^;v) :^;w-?^-r;v) -4-7aiy^5>'7 3ir:;v) 7*^>^, 

(49) 3- (2 - ( ( (IR) -3-^5^;i/-l- (3, 5 -5^p<5=-;V7 

15 (50) 3- (2- ((4- (3, 5 -5^^^;v7airi;v) ^1— t FDt^^>- 
4— r;v) :5t7;w?^'i';i/) -4-73;^ ^^ps^^^ir::;!/) yu;^>m.-. 

(51) 3- (2- ((4- (3, 5-$^p?^;i/7:cri;v) >'i— t FDlf7>- 
4--r;v) :*;;wt^-Y;^) - 4 -^>^;v^=^s^7 3i^;i/) 7°n/i>^s 

(52) 3- (2 - ( ( (IR) -3-^^;V-l- (3, 5-$^p<^;V7 3i- 

20 *;wn"^'1';i/) -4-^>i^;j/;r=^$^7 3i^;i/) 7'n/^>^. 

(53) 3- (2- ( (4- (^7^i/>- 1 — r;i/) ^N'— t Fni^^>-4- 

(54) 4- (2- ( (4- (^7^5^l/>- 1— r;V) /I— t KDt^7>-4- 
25 (55) 4- (2- ((4- (3, 5 -i^p< ^;i/7 3ii:i;V) ^1- 1 K n t^'^ >- 
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(56) 2- (2- ( (3-^g=-;i/- 1- (3, 5 -S^p<9^;i/:7a^n;i/) 

5 

1 2 . Yb-^:^^ 

(1) 4- (2- — r;i/) :pb;i/jJ^— ;i/T^y-4-$^Ty :7 

(2) 3- i6-->Ty^ - 1- (2- (:^:7^57i/>- :7°n 1:1':^— 

10 ^>F-;^-3 — f;i/) rrn^iv^, 

(3) N- (3, 4-i^y;]/y^tf^ -3- 

1- (1- 1 --f ;v) ^>F-;v-3- 

15 

1 3 . ^h-^mi^ 

(1) 4- (3 l-:7a^n;i/p^^;i/:i7;w?^'i';i/) -2-^>\/>^ 

(2) 7- (3 1 -7a^n;i/:7'5^;i/>?j;w\'^-i';i/) -2-^>\/:7 
20 •5>::t?;i/3j^>^^ 

(3) 2- (7- (3-^g^;i/- l-7rc-;v:/5=-;i/:^j;WN"^-r;v) -l'>?^- 

(4) 2- (7- (3 1 -:7ji-;i/:r5^;i/:;?7;WN*^'r;i/) -OF- 
25 (5) 7- (3-^9^;V- l-7::c-;i/:7*5^;i/:t/;W?^-r;i/) 
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(6) 2- (7- (3-^^;V- l-y^^—jvy^JVtlJW^'E^Jly) -f > F U 

>- 1 — r;v) mm. 

(7) 3- (7- l-'7x.-;\yy^;],i]j],n'e^;v) -YVFU 

(8) 3- (8- (3-^^)]y- 1-y s^—jvy'^jvtijvn^^ J\y) -1, 2, 

3, 4-7^ h^t FD^y u>- 1 --Y;!/) -runym. 

(9) 2- (8- (3-p<5=-;i/- 1- (3, 5-i^^5^;i/7:c-;i/) 
;WN*^-f';i/) -1, 2, 3, 4-7^h^ti FD=3py u>- 1— r;p) It^^ 

(10) 2- (7- ( (3-p<5^;i/- 1- (3, 5-i?p<5^;i/:7:c-;i/) 

(11) 8- (3-^5^;i/-l- (3, 5 -s^p<5^;i/:7 3i-;i/) >^5^;i/;b;WN'^ 

(12) 7- (3-^^;i/-l- (3, :/5^;i/^;w\'^ 

(13) 2- (7- (3-p<5^;i/- 1 - (3, 5-t^p<5^;i/7:c-;i/) :7*5^;i/:^j 

(14) 7- ( (2- (±7i5^i/>-i — r;v) T-fe^^;!/) -2-^> 

(15) 7- ( (2- (±7:$^v>- ro^iy^;!/) T^y) -2- 

(16) 7- ( (4-^5=-;v-2- )\^) /^>^y-r;v) t 

5:y) - 2 -^>^/7^>:t?;i/A|t^>^, 

(17) 2- (1- (2- (^^iJ'l/V- rnlf:^n;p) >f>K_;v 
-3-^;i/) S^^, 

(18) 2- (2-p<5^;V- 1- (2- (:^7^l/>- 1— r;i/) t!:^^;!/) 
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(19) 3- (1- (2- yti\^:t-)V) ^>K-;i/ 

- 3 --f;!/) yu^^>M^ 

(20) 3- (2- {±:7^u>-l-^;]y) rni^;^n;i/) 
-i'>h*-;i'-3— r;i/) Tu^-^ym. 

5 (21) N- (3, 4->:^7;^:tD7:n-;l/;^;l/5j^-;l/) - 2-(l-(l-(:^ 
:7^57i/>'- 1 a::5^;i/:;?3;i/p}f-;i/) ^>j.»_;^_3 — c;^) f^^;?^^ 

(22) N- (3, 4-S^7;V:rD7 3i^;i/X;i/5}^^;i/) - 2- (2-pig=-;i/- 
1- (1- — r;i/) :n5^;i/:;b;i/5}N*^;i/) -r>F-;i/-3- 

10 -r;i/) h\ 

(23) N- (3, 4-i^:7;i/;^D:7 3z-;i/x;i/5}x-;i/) - 3_(i_(i_(-;h 

15 

1 4 . -fb-^tJ^b^ 

(1) (2E) -3- (2- (6 --^ 3^^^iy^=^iy)V:t^ty) -4- (^ ^ 

(2) 3- (2- (6 -7j^n;i/^if-S>;v:^:3psy) -4- (h°^y— 

(3) N- (3, 4-$^7;^;rD7rc-;l/;;^;V/}^-;l/) -3- (2- (6-:7 

25 

1 5 . ih-^m^ 
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(1) (2E) -3- (2- (2- (-^y^uy-z—c;]^) :^h^-» -4 

(2) 4- (2- ( (2- 1 --r;i/) rD>'iy-r;p) T^y) 

(3) 4- (2- ( (2- (:^7^i/>-i — r;i/) rnyiy^;!/) r^y) 

(4) 4- (2- ( (2- (±y^u>-i-^;v) rD/iy-r;i/) T^y) 
-4-7ain;i/:^;w^^-r;i/7j^-;i/) 7^^$7>^, 

(5) 3- (2- ( (3-^5^;i/- 1 -:7^-;i/:7'5^;i/) -4 

(6) N- (3, 4-s?:7;1/;^d:7 3i-;i/x;1/3}^-;i/) -3- (4-5^^^- 
2- ( (3 1 -7ai-;i.:7^5^;p) :i?;w?^-f 

(7) 3- (2- ( i-y:z,—j]yy'^)v) p!7;w\'^-r;i/) -4 

(8) 3- (2- ( (3-p<5^;i/- 1 -:7ai-;i/y-5^;i.) :t?;wt^-r -4 

(9) 3- (2- ( (3, 5-S^^^jvyj^=.;]y) y-^ji) 

(10) 3- (2- ( (3-p<^;i/- 1 - (3, 5-i^p<^;i/7n:r:;i.) 
:t;;W^^-r;i/) -4- (N-^>^;i/-N-p<5^;i'T^ y ) y^^r:;!/) 

(11) 3- (2- (2- (i-y^U>-2-^j\/) a^h:apsx) -4- (N-:7 

(12) 3- (2- ( (3-^5^;v- 1- (3, 5 -i^p<5^;i/:7 3i-;i/) :7-^;i/) 



995 



wo 03/016254 



PCT/JP02/08120 



m 1 {-IBiiiCD'fb-^i^o 

1 6 . m^(Dm.m i {^lam©— ( i ) nm^ti^^t-^. ^owmm 

1 7 . m^omm i {^lam©— li^^ ( i ) -e^^tu^^b-^^ ^©##14 

10 

18. ^P3^^'^/^^rc^itEP^^m^<Dmmhizji:s>^mt^mm. tx2 

m0i. Tujv^-mm^i. mm. < v^^. m^. mm. mmmm. mmm 

tyfpj^itm. mmm. mm., ^m. ^m. ^mox.?^. m^. !km. ■7.=ru 
Ymiy. w^^. mm. mmm^. 'mm^. mmm-wmn. mTmn. 
mmm. ^mm^. Mmmmm. ^^f^m^^ ^mmmimm. ^'^mmm. 
20 ^mmm. >^ m^x. m. >tsmm. mnmm. iimm. m^m. ~m 
'[^jftjfii^f^. mmm. -ry^u-A. m^mm. 'mmm. ^mb. 

mm. mn-mmmm. mm^^^i. ^u-->m. :^7^D-r 

25 nmm. ±mnm^m. ^mmm. mmmm. mrn^i. mmm. nmmm^. 
mmm. m^rnm. m^m^i. itm&s^. mmm. ^m^±. m.'imm. m 
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This international search report has not been established in respect of certain claims under Article 17(2)(a) for the following reasons: 



1. [ I Claims Nos.: 

because they relate to subject matter not required to be searched by this Authority, namely; 



2. [ \ Claims Nos.: 

because they relate to parts of the international application that do not comply with the prescribed requirements to such an 
extent that no meaningful international search can be carried out, specifically: 



3. I I Claims Nos.: 

because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a). 

Box n Observations where unity of invention is lacking (Continuation of item 3 of first sheet) 

This International Searching Authority found multiple inventions in this international application, as follows: 

The technical feature common to the individual compounds (individual 
selections) as set forth in claim 1 is ""a compound having antagonism to EPS 
and/or EP4 receptors". (There is no common technical feature, i.e., a 
chemical structure, etc. common to all of these selections.) 

As compounds having antagonism to EPS and/or EP4 receptors of prostaglandin 
E2 (PE2), however, there have been known compounds having the following 
chemical structures: 

a) compounds wherein "-alkylene group, etc . -carboxyl group, etc." and 
^'^-alkylene group, etc. -phenyl group, etc." are bonded to a cyclopentane ring, 
at the ortho positions and (continued to extra sheet) 

As all required additional search fees were timely paid by the applicant, this international search report covers all searchable 
claims. 

As all searchable claims could be searched without effort justifying an additional fee, this Authority did not invite payment 
of any additional fee. 

As only some of the required additional search fees were timely paid by the applicant, this international search report covers 
only those claims for which fees were paid, specifically claims Nos.: 



4. pr| No required additional search fees were timely paid by the applicant. Consequently, this international search report is 

restricted to the invention first mentioned in the claims; it is covered by claims Nos.: 1 to 6, 8 to 12 and 14 
to 18 



Remark on Protest [~[ The additional search fees were accompanied by the applicant's protest. 

|~| No protest accompanied the payment of additional search fees. 
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the cyclopentane ring, etc. has OH (WO 00/03980), WO 00/15608, WO 
01/49661, etc.); and 

b) compounds wherein ^^-O-alkylene-carboxyl group, etc." and ^^~S~ 
containing alkylene group-phenyl group, etc." are bonded to a napthalene 
ring at positions other than ortho positions (WO 97/05091) . 

Accordingly, the technical feature common to the individual compounds 
(individual selections) as set forth in claim 1 cannot be considered 
as a special technical feature (i.e., a technical feature that defines 
a contribution which each of the claimed inventions, considered as a 
whole, makes over the prior art) . Thus, this international application 
fails to fulfill the requirement of unity of invention. 

(Scope of searching) 

Although it is stated in the description that a large number of 
specific compounds can be produced, nothing but the compound of Example 
8 (13) is indicated as being practically usable. 

Compounds capable of interacting with receptors are generally 
restricted to those having specific size, structure, functional group, 
hydrophilic/hydrophobic nature, etc. Thus, it is hardly estimated that 
compounds largely different from the compound of Example 8 (13) in 
structure, etc. (for example, compounds wherein R"^ is an R^^-substituted 
tricyclic heterocycle (wherein R^^ is a C6-alkylene-W-C6 alkylene- 
bicyclic heterocycle) ; compounds wherein R-''^ is a tricyclic heterocycle, 
etc.) have any antagonism to pro.staglandin E2 (PGE2) EP3 and/or EP4 
receptors . 

Therefore, the relevancy of these compounds to the prior art 
cannot be judged (in particular, judgment on the inventive step wherein 
the effects should be taken into consideration) and no meaningful 
international search can be made thereon. 

Accordingly, no international search was made on the following 
compounds in the inventions relating to the compounds, etc. on which 
international search report should be formed as specified in the attached 
sheet of the form of payment of additional fee under the provision of 
Article 17(3) (a) of PCT (i.e., inventions relating to compounds wherein 
n is 1 or 2 and Q is a group bonded to the ring B via carbon atom (for 
example, ^^-alkylene-Z-Cyc2"') , etc., and drugs containing the same as 
the active ingredient) : 

a) compounds wherein m is 1 or 2; 

b) compounds wherein B is a group other than benzene; 

c) compounds other than compounds wherein A-R^, D-R^ and Q are 
attached respectively at the 1- 2- and 4-position of the benzene ring; 

d) compounds wherein A is a group other than alkylene, alkenylene 
or alkynylene; 

e) compounds wherein R^ is a group other than COOH, COOR^, 
CONR^SOaR^ or CONR'^R^; and 

f ) compounds wherein D is a linking group other than 0-alkylene 
(optionally having substituent, double bond or triple bond) or N- 
CO-alkylene (optionally having substituent, double bond or triple bond) . 
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